untitled 



? Help Off Line 

Connecting to N. Archie - Dialog - 294084 
Connected to Dialog via SMS00314899 

? au=wooters, j? 

»>E: Unrecognizable command 

? e au=wooters, j? 

»>E: No valid databases specified 

? b biochem biosci biotech medicine 
»>W: 76 is unauthorized 

44 is unauthorized 
138 is unauthorized 
3 of the specified files are not available 
[File 5] Biosis Previews(R) 1926-2008/3un Wl 
(c) 2008 The Thomson Corporation. All rights reserved. 
[File 6] NTIS 1964-2008/Jun W2 

(c) 2008 NTIS, Intl Cpyrght All Rights Res. All rights reserved. 
[File 24] CSA Life Sciences Abstracts 1966-2008/Mar 
(c) 2008 CSA. All rights reserved. 

[File 34] SciSearch(R) Cited Ref Sci 1990-2008/1) un W2 
(c) 2008 The Thomson Corp. All rights reserved. 
[File 40] Envi roline(R) 1975-2008/Apr 

(c) 2008 Congressional information Service. All rights reserved. 

[File 41] Pollution Abstracts 1966-2008/May 

(c) 2008 CSA. All rights reserved. 

[File 45] EMCare 2008/May W4 

(c) 2008 Elsevier B.V. All rights reserved. 

[File 50] CAB Abstracts 1972-2008/Apr 

(c) 2008 CAB International. All rights reserved. 

[File 65] inside Conferences 1993-2008/Jun 06 

(c) 2008 BLDSC all rts. reserv. All rights reserved. 

[File 71] ELSEVIER BIOBASE 1994-2008/May W3 

(c) 2008 Elsevier B.V. All rights reserved. 

[File 73] EMBASE 1974-2008/J un 05 

(c) 2008 Elsevier B.V. All rights reserved. 

-•'File 73: The 2008 emtree Thesaurus has been loaded. Please see help news 72 for 
detai 1 s . 

[File 98] General Sci Abs 1984-2008/May 

(c) 2008 The HW Wilson Co. All rights reserved. 

[File 103] Energy SciTec 1974-2008/Mar Bl 

(c) 2008 Contains copyrighted material. All rights reserved. 

-•'File 103: For access restrictions see Help Restrict. 

[File 136] BioEngineering Abstracts 1966-2007/Jan 

(c) 2007 CSA. All rights reserved. 

-•'File 136: This file is closed. 

[File 143] Biol. &Agric. Index 1983-2008/Apr 

(c) 2008 The HW Wilson Co. All rights reserved. 

[File 144] Pascal 1973-2008/Jun W2 

(c) 2008 INIST/CNRS. All rights reserved. 

[File 155] MEDLINE(R) 1950-2008/J un 09 

(c) format only 2008 Dialog. All rights reserved. 

-'File 155: MEDLINE has reloaded. Please see help news 155 for details. 

[File 156] ToxFile 1965-2008/Jun Wl 

(c) format only 2008 Dialog. All rights reserved. 

-•'File 156: ToxFile has been reloaded. Accession numbers have changed. 

[File 162] Global Health 1983-2008/Apr 

(c) 2008 CAB International. All rights reserved. 

[File 172] EMBASE Alert 2008/Jun 06 

Page 1 



Untitled 

(c) 2008 Elsevier B.V. All rights reserved. 
[File 305] Analytical Abstracts 1980-2008/Apr W3 
(c) 2008 Royal Soc Chemistry. All rights reserved. 

-File 305: Alert feature enhanced for multiple files, duplicate removal, customized 

scheduling. See help alert. 

[File 369] New Scientist 1994-2008/Feb W4 

(c) 2008 Reed Business Information Ltd. All rights reserved. 
[File 370] Science 1996-1999/Jul w3 
(c) 1999 AAAS. All rights reserved. 

-File 370: This file is closed (no updates). Use File 47 for more current 
i nformation . 

[File 393] Beil stein Database - Abstracts 2007/Q4 

(c) 2008 Beil stein GmbH. All rights reserved. 

[File 399] CA SEARCH (R) 1967-2008/UD=14824 

(c) 2008 American Chemical Society. All rights reserved. 

-'File 399: Use is subject to the terms of your user/customer agreement. IPCR/8 

classification codes now searchable as IC=. See help newsipcr. 

[File 434] SciSearch(R) Cited Ref Sci 1974-1989/Dec 

(c) 2006 The Thomson Corp. All rights reserved. 

[File 28] Oceanic Abstracts 1966-2008/Jun 

(c) 2008 CSA. All rights reserved. 

[File 35] Dissertation Abs Online 1861-2008/Nov 

(c) 2008 ProQuest Info&Learni ng . All rights reserved. 

[File 91] MANTIS (TM) 1880-2008/Aug 

2001 (c) Action Potential. All rights reserved. 

File 110] Wastelnfo 1974-2002/Jul 

c) 2002 AEA Techn Env. All rights reserved. 
*File 110: This file is closed (no updates) 
[File 135] NewsRx Weekly Reports 1995-2008/Jun Wl 
(c) 2008 NewsRx. All rights reserved. 

[File 164] Allied & Complementary Medicine 1984-2008/Jun 
(c) 2008 BLHCIS. All rights reserved. 
[File 185] Zoological Record Online(R) 1864-2008/Jun 
(c) 2008 The Thomson Corp. All rights reserved. 

*File 185: The file has been reloaded to add archive records back to 1864. Accession 
numbers have changed. 

[File 357] Derwent Biotech Res. _1982-2008/May W2 

c) 2008 The Thomson Corp. All rights reserved. 

File 391] Beilstein Database - Reactions 2007/Q4 
(c) 2008 Beilstein GmbH. All rights reserved. 
[File 467] ExtraMED(tm) 2000/Dec 

c) 2001 Informania Ltd. All rights reserved. 

File 8] Ei Compendex(R) 1884-2008/May W3 
(c) 2008 Elsevier Eng. Info. Inc. All rights reserved. 
[File 99] Wilson AppT. Sci & Tech Abs 1983-2008/Apr 

c) 2008 The HW Wilson Co. All rights reserved. 

File 266] FEDRIP 2008/Feb 
Comp & dist by NTIS, intl Copyright All Rights Res. All rights reserved. 
[File 315] ChemEng & Biotec Abs 1970-2008/May 
(c) 2008 DECHEMA. All rights reserved. 

-•'File 315: December 2007 - the reloaded database is now online. Please consult the 
updated Bluesheet for details on new and changed fields. 
[File 358] Current BioTech Abs 1983-2006/Han 
(c) 2006 DECHEMA . All rights reserved. 

-'File 358: This file is no longer updating. Please use File 315, which includes all 
File 358 records and updates. 

[File 149] TGG Health&Wellness DB(SM) 1976-2008/May W4 

(c) 2008 The Gale Group. All rights reserved. 

[File 159] Cancerlit 1975-2002/Oct 

(c) format only 2002 Dialog. All rights reserved. 

[File 444] New England Journal of Med. 1985-2008/Mar W3 

(c) 2008 Mass. Med. Soc. All rights reserved. 



Page 2 



untitled 



? e 


au=wooters, joseph? 




Ref 


items 


Index-term 




El 


1 


AU=WOOTERS , 


JOSEPH LAWRENCE 


E2 


1 


AU=WOOTERS , 


JOSEPH M. 


E3 


0 


AU=WOOTERS , 


JOSEPH? 


E4 


2 


AU=WOOTERS , 


JUDSON 


E5 


2 


AU=WOOTERS , 


K. 


E6 


2 


AU=WOOTERS , 


MELISSA 


E7 


1 


AU=WOOTERS , 


MELISSA A 


E8 


3 


AU=WOOTERS , 


MELISSA A. 


E9 


2 


AU=WOOTERS , 


s. c. 


ElO 


1 


AU=WOOTERS , 


S. CRAIG 


Ell 


1 


AU=WOOTERS , 


T. E 


E12 


1 


AU=WOOTERS , 


T. E. 


E13 


1 


AU=WOOTERS , 


T. JUDSON 


E14 


1 


AU=WOOTERS , 


THOMAS E. 


E15 


1 


AU=WOOTERS, CHUCK 


E16 


1 


AU=WOOTFENDEN , G. E. 




1 


AU=WOOTFSON 


DEREK N 


E18 


1 


AU=WOOTFSON 


DN 


E19 


1 


AU=WOOTHERSPOON J T M 


E20 


1 


AU=WOOTHIPOOM 


E21 


8 


AU=WOOTHIPOOM W 


E22 


4 


AU=WOOTHIPOOM W. 


E23 


2 


AU=WOOTHIPOOM, W. 


E24 


1 


AU=WOOTI S 




E25 


1 


AU=WOOTIEN A 




Enter PAGE for 


more 


? e 


au=metcalf, benjamin? 


Ref 


Items 


Index-term 




El 


2 


AU=METCALF, 


BENJAMIN J 


E2 


11 


AU=METCALF, 


BENJAMIN J. 


E3 


0 


AU=METCALF, 


BENJAMIN? 


E4 


1 


AU=METCALF, 


BETTYE HARRIS 


E5 


5 


AU=METCALF, 


BJ 


E6 


1 


AU=METCALF, 


BM 


E7 


1 


AU=METCALF, 


BOB 


E8 


1 


AU=METCALF, 


BONNIE G. 


E9 


1 


AU=METCALF, 


BR 


ElO 


4 


AU=METCALF, 


BRAD 


Ell 


4 


AU=METCALF , 


BRAD S 


E12 


7 


AU=METCALF , 


BRAD S. 


E13 


1 


AU=METCALF , 


BRADLEY S 


E14 


5 


AU=METCALF , 


BRADLEY S. 


E15 


1 


AU=METCALF, 


BRETT T. 


E16 


80 


AU=METCALF , 


BRIAN 


E17 


1 


AU=METCALF , 


BRIAN L. 


E18 


1 


AU=METCALF , 


BRIAN ROUNDS 


E19 


4 


AU=METCALF , 


BRIAN W 


E20 


9 


AU=METCALF , 


BRIAN W (ED) 


E21 


362 


AU=METCALF , 


BRIAN W. 


E22 


15 


AU=METCALF , 


BRIAN W. (ED) 


E23 


33 


AU=METCALF , 


BRIAN WALTER 


E24 


1 


AU=METCALF , 


BRUCE 


E25 


5 


AU=METCALF , 


BRUCE D. 




Enter PAGE for 


more 



? s el-e2 

2 AU=METCALF , BENJAMIN J 
11 AU=METCALF , BENJAMIN J. 

Page 3 



13 S E1-E2 

s si and chlamydia 
13 SI 
128570 CHLAMYDIA 



S2 




1 S Si AND 


CHLAMYDIA 


? e 


au=sankaran, banumathi? 


Ref 


Items 


Index-term 




El 


6 


AU=SANKARAN 


BALU 


E2 


21 


AU=SANKARAN 


BANUMATHI 


E3 


0 


AU=SANKARAN 


BANUMATHI? 


E4 


1 


AU=SANKARAN 


BASKARAN 


E5 


6 


AU=SANKARAN 


C 


E6 


25 


AU=SANKARAN 


C. 


E7 


1 


AU=SANKARAN 


CHANDINI 


E8 


2 


AU=SANKARAN 


CH AN D RAMOU L I SVARA 


E9 


7 


AU=SANKARAN 


CHANDRASEKAR 


E10 


2 


AU=SANKARAN 


CHANDY 


Ell 


5 


AU=SANKARAN 


D 


E12 


17 


AU=SANKARAN 


D. 


E13 


1 


AU=SANKARAN 


D. P. 


E14 


6 


AU=SANKARAN 


DAVID 


E15 


12 


AU=SANKARAN 


DEEPA 


E16 


1 


AU=SANKARAN 


DESAMANGALAM KRISHNAN 


E17 


1 


AU=SANKARAN 


E 


E18 


1 


AU=SANKARAN 


E. 


E19 


1 


AU=SANKARAN 


G 


E20 


12 


AU=SANKARAN 


G. 


E21 


2 


AU=SANKARAN 


G. K. 


E22 


4 


AU=SANKARAN 


G. V. 


E23 


1 


AU=SANKARAN 


G.K. 


E24 


2 


AU=SANKARAN 


GOPAL 


E25 


22 


AU=SANKARAN 


H 




Enter PAGE for 


more 



? s e2 and chlamydia 

21 AU=SANKARAN, BANUMATHI 
128570 CHLAMYDIA 

53 1 AU= ' SANKARAN , BANUMATHI' AND CHLAMYDIA 

? s chlamydia or chlamydiae 

128570 CHLAMYDIA 

7269 CHLAMYDIAE 

54 129950 S CHLAMYDIA OR CHLAMYDIAE 

? S 4 and (cyclophilin or cyclophilin A or CypA) 
Processi ng 
Processi ng 
Processi ng 

28405096 
18213 
1501 
1697 

55 3642 



CYCLOPHILIN 
CYCLOPHILIN A 
CYPA 

S 4 AND (CYCLOPHILIN OR CYCLOPHILIN A OR CYPA) 



? s s5 and (treat$ or administ$ or challenge or vaccine or intra$ or immuniz$ or 
antibod$ or immunoglobul $) 
3642 S5 

0 TREATS 
0 ADMINIST$ 
929011 CHALLENGE 
844949 VACCINE 

Page 4 



untitled 

0 INTRA$ 

0 IMMUNIZ$ 

0 ANTIBOD$ 

0 IMMUNOGLOBUL$ 

56 120 S S5 AND (TREATS OR ADMINIST$ OR CHALLENGE OR VACCINE OR INTRA$ OR 
IMMUNIZ$ OR ANTIBOD$ OR IMMUNOGLOBUL$) 

? rd 

»>w: Duplicate detection is not supported for File 393. 

Duplicate detection is not supported for File 391. 

Records from unsupported files will be retained in the RD set. 

57 83 RD (UNIQUE ITEMS) 

? t s7/3,k/l-83 

»>W: KWIC option is not available in file(s): 399 
7/3, K/l (Item 1 from file: 5) Links 

Full text available through: STIC Full Text Retrieval Options 
Biosis Previews(R) 

(c) 2008 The Thomson Corporation. All rights reserved. 
0019902731 Biosis No.: 200700562472 

The three-dimensional structure of two redox states of cyclophilin a from 
Schistosoma mansoni - Evidence for redox regulation of peptidyl-prolyl cis-trans 
isomerase activity 

Author: Gourlay Louise J; Angelucci Francesco; Baiocco Paola; Boumis Giovanna; 
Brunori Maurizio; Bellelli Andrea (Reprint); Miele Adriana E 

Author Address: Univ Roma La Sapienza, Dept Biochim, P le A Moro 5, 1-00185 Rome, 
Italy** Italy 

Author E-mail Address: andrea.bellelli@uniromal.it 

Journal: Journal of Biological Chemistry 282 ( 34 ) : p 24851-24857 AUG 24 2007 
2007 

ISSN: 0021-9258 
Document Type: Article 
Record Type: Abstract 
Language: English 

The three-dimensional structure of two redox states of cyclophilin a from 
Schistosoma mansoni - Evidence for redox regulation of peptidyl-prolyl cis-trans 
isomerase activity 



Abstract: ...mice infected with Schistosoma mansoni. Given the well established 
interaction between cyclosporin A and the cyclophilin superfamily of peptidylprolyl 
cis-trans isomerases, we solved the structure of cyclophilin A from S. mansoni 
(SmCypA) by x-ray crystallography in the reduced and oxidized states... 
. . .C-termi nal cysteines (Cys-122 and Cys-126) . This is the first example of a 
cyclophilin containing this disulfide bridge. Parallel functional studies suggest a 

mechanism for regulation of SmCypA activity 7) M-l s(-l), and it is inhibited 

by cyclosporin A (IC50 of 14 +/- 4 nM) . The lack of conservation of this cysteine 
couple within the CypA superfamily, their close proximity to the active site, and 
the importance of thiol groups for peptidyl-prolyl cis-trans isomerase activity 
render this structural feature a challenge for the development of alternative and 
more effective anti -schi stosomi asi s inhibitors and may in addition... 
DESCRIPTORS: 
Chemicals & Biochemi cal s : ...cyclophilin A 



7/3, K/2 (Item 2 from file: 5) Links 

Fulltext available through: STIC Full Text Retrieval Options 
Biosis Previews(R) 

(c) 2008 The Thomson Corporation. All rights reserved. 
19232494 Biosis No.: 200600577889 

Novel approach to inhibit asthma-mediated lung inflammation using anti-CDl47 
i ntervention 
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Author: Gwinn William M; Damsker Jesse M; Falahati Rustom; Okwumabua ifeanyi ; 

Kelly-Welch Ann; Keegan Achsah D; Vanpouille Christophe; Lee James J; Dent Lindsay 

A; Leitenberg David; Bukrinsky Michael I; Constant Stephanie L (Reprint) 

Author Address: George Washington Univ, Med Ctr, Dept Microbiol Immunol and Trop 

Med, Ross Hall 738,2300 Eye St NW, Washington, DC 20037 USA- -USA 

Author E-mail Address: mtmslc@gwumc.edu 

Journal: Journal of Immunology 177 ( 7 ) : p 4870-4879 OCT 1 2006 2006 
ISSN: 0022-1767 
Document Type: Article 
Record Type: Abstract 
Language: English 

Abstract: ...from the periphery into tissues during inflammatory responses. In this 
study, we examined whether extracellular cyclophi 1 i n-CDl47 interactions might 
influence leukocyte recruitment in the inflammatory disease allergic asthma. Using a 

mouse upon activation; 3) cyclophilins induce CDl47-dependent chemotaxis of 

activated CD4(+) T cells in vitro; 4) in vivo treatment with anti-CDl47 mAb 

significantly reduces (by up to 50%) the accumulation 5) anti-CDl47 treatment 

significantly reduces airway epithelial mucin production and bronchial 
hyperreactivity to metbacholine challenge. These findings provide a novel mechanism 
whereby asthmatic lung inflammation may be reduced by targeting cyclophi 1 i n-CDl47 
interactions. 
DESCRIPTORS: 

Chemicals & Biochemi cal s : . . .cyclophilin; 

Miscellaneous Terms: Concept Codes: . . .cyclophilin-CDl47 
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(c) 2008 The Thomson Corporation. All rights reserved. 
14992788 Biosis No.: 199900252448 

Effect of chronic coadministration of endotoxin and ethanol on rat liver pathology 
and proinflammatory and anti -i nflammatory cytokines 

Author: Jarvelainen Harri A; Fang Che; Ingelman-Sundberg Magnus; Lindros Kai O 
(Repri nt) 

Author Address: Alcohol Research Center, National Public Health institute, 00101, 
Helsinki, Fi nl and" *Fi nl and 

Journal: Hepatology 29 ( 5 ) : p 1503-1510 May, 1999 1999 

Medium: print 

ISSN: 0270-9139 

Document Type: Article 

Record Type: Abstract 

Language: English 

Abstract: ... ethanol -contai ni ng liquid diet, some rats also were infused with 
endotoxin via osmotic minipumps for 4 additional weeks. Ethanol diet alone increased 

plasma endotoxin threefold to 9.3 pg/mL. Endotoxin tumor necrosis factor alpha 

(TNF-alpha), interleukin lbeta (IL-Ibeta) and anti -i nf 1 ammatory cytokines IL-4 and 
IL-10 were markedly increased, as shown by competitive polymerase chain reaction 
(PCR) analysis using cyclophilin as standard. The effect of endotoxin infusion on 

cytokine mRNA expression in ethanol-fed animals significantly increased by 

chronic endotoxin treatment, contrasting with the marked elevation observed after 
acute endotoxin challenge. These results suggest that the tolerance observed despite 
sustained hepatic expression of proinflammatory cytokines is... 
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Cyclosporin H is a potent and selective competitive antagonist of human basophil 
activation by N-formyl -methionyl -1 eucyl -phenylalani ne 

Author: De Paulis Amato; Ciccarelli Anna; De Crescenzo Gennaro; Cirillo Raffaele; 
Patella Vincenzo; Marone Gianni (Reprint) 

Author Address: Div. Clin. Immunol. Allergy, Univ. Naples Frederico II, Sch. Med., 
Via S. Pansini 5, 80131 Napoli, Italy—Italy 

Journal: Journal of Allergy and Clinical Immunology 98 ( 1 ) : p 152-164 1996 1996 
ISSN: 0091-6749 
Document Type: Article 
Record Type: Abstract 
Language: English 

Abstract: Background: Cyclosporin A (CsA) binds with high affinity to cyclophilin, a 
critical step in the molecular mechanism of action of cyclosporins, whereas 
cyclosporin H (CsH) has extremely low affinity for cyclophilin. CsH differs from CsA 

by the substitution of the L-methyl valine at position 11 on the release of 

preformed (histamine) and de novo synthesized inflammatory mediators (peptide 
leukotriene C-4) from peripheral blood basophils activated by 
N-formyl-methionyl-leucyl-phenylalanine (FMLP) . Results: CsH (8 to 800 nmol/L) 
concentration-dependently inhibited histamine and leukotriene C-4 release from 
purified and unpurified basophils activated by FMLP, whereas CsA (8 to 800 nmol . . . 
...with FMLP was extremely rapid and was abolished by washing the cells (three 
times) before challenge. CsH (8 to 800 nmol/L) had no effect on the release of 

histamine caused human polymorphonuclear leukocytes with a concentration 

required to inhibit binding by 50% of approximately 5.4 times 10-7 mol/L, whereas 

BocMLP was less potent with a concentration required to... 

Registry Numbers: ...leukotriene C-4; 

Enzyme Commission Number: 

DESCRIPTORS: 

Chemicals & Biochemi cal s : ...LEUKOTRIENE C-4; 
Miscellaneous Terms: Concept Codes: ...leukotriene C-4 
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11330286 Biosis No.: 199294032127 

ANTI- INFLAMMATORY EFFECT OF CYCLOSPORIN A ON HUMAN SKIN MAST CELLS 

Author: STELLATO C (Reprint); DE PAULIS A; CICCARELLI A; CIRILLO R; PATELLA V; 
CASOLARO V; MARONE G 

Author Address: CATTEDRA DI IMMUNOLOGIA CLINICA ALLERGOLOGIA , II FACOLTA DI MEDICINA 
CHIRURGIA, UNIVERSITA DEGLI STUDI DI NAPOLI FEDERICO II, VIA SERGIO PANSINI 5, 80131 
NAPOLI, ITALY" "ITALY 

Journal: Journal of Investigative Dermatology 98 ( 5 ) : p 800-804 1992 
ISSN: 0022-202X 
Document Type: Article 
Record Type: Abstract 
Language: ENGLISH 

Abstract: ...effects of cyclosporin A (CsA) and cyclosporin H (CsH), which bind with 
different affinity to cyclophilin, to evalute the role of this protein in the 

release of preformed (histamine) and de prostaglandin D2[PGD2]) mediators of 

inflammatory reactions from human skin mast cells (HSMC). CsA (2.4-800 nM)-inhibited 
(5-60%) histamine release from HSMC challenged with anti-IgE. CsA exerted... 
...extremely rapid and was not abolished by washing (three times) the cells before 
anti-IgE challenge. CsA (2.4-800 nM) markedly inhibited (25-70%) the de novo 
synthesis of PGD2 from HSMC challenged with anti-IgE. CsH, which has an extremely 
low affinity for cyclophilin, had no effect on skin mast-cell mediator release. 
These data suggest that CsA is a potent anti -inflammatory agent acting on HSMC, 
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CYCLOSPORIN A RAPIDLY INHIBITS MEDIATOR RELEASE FROM HUMAN BASOPHILS PRESUMABLY BY 
INTERACTING WITH CYCLOPHILIN 

Author: CIRILLO R (Reprint); TRIGGIANI M; SIRI L; CICCARELLI A; PETTIT G R; 
CONDORELLI M; MARONE G 

Author Address: DIV DI IMMUNOL CLIN, II FAC DI MED, VIA S PANSINI 5, 80131 NAPOLI , 
ITALY** ITALY 

Journal: Journal of Immunology 144 ( 10 ) : p 3891-3897 1990 
ISSN: 0022-1767 
Document Type: Article 
Record Type: Abstract 
Language: ENGLISH 

CYCLOSPORIN A RAPIDLY INHIBITS MEDIATOR RELEASE FROM HUMAN BASOPHILS PRESUMABLY BY 
INTERACTING WITH CYCLOPHILIN 



Abstract: ...cyclosporin A (CsA) and a series of CsA analogs that bind with 
decreasing affinity to cyclophilin, to evaluate the involvement of this protein in 

the release of preformed (histamine) and de challenged with anti-lgE. CsA was 

more potent (92.6 .+-. 1.8 vs 59.1 .+-. 4.5%; p < 0.001) and, at low concentrations, 

more effective when the channel -operated influx with anti-lgE was not 

abolished by washing (three times) the cells before anti-lgE challenge. CsA also 
inhibited the de novo synthesis of LTC4 from basophils challenged with anti-lgE... 
...CsG, CsC, CsD, and CsH) showed that CsH, which has an extremely low affinity for 
cyclophilin, has no effect on basophil mediator release. In addition, there is a 

significant correlation between 0.001) and by A23187 (r = 0.87; p < 0.001) and 

their affinity for cyclophilin. 
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05408279 Genuine Article*: VX026 No. References: 37 

INDUCTION OF ANERGY IN CD8 T-CELLS BY B-CELL PRESENTATION OF ANTIGEN 

Author: HOLLSBERG P; BATRA V; DRESSEL A; HAFLER DA 

corporate Source: brigham & womens hosp.ctr neurol dis.lab mol Immunol, lmrc-113, 221 

LONGWOOD AVE/BOSTON//MA/02115; HARVARD UNIV.SCH MED/ BOSTON//MA/02 115 
Journal: JOURNAL OF IMMUNOLOGY , 1996 , V 157 , Nl2 ( DEC 15 ) , P 5269-5276 
ISSN: 0022-1767 

Language: ENGLISH Document Type: ARTICLE ( Abstract Available ) 
Abstract: ...B cells, or T cells was sufficient to induce complete unresponsiveness 
to a secondary Ag challenge. This was not caused by lack of B7 costimulation since 
the APCs expressed B7-1. . . 

Identifiers-- .. .CLONAL ANERGY; INTERLEUKIN-2 PRODUCTION; RECEPTOR OCCUPANCY; 
LYMPHOCYTES-T; ACTIVATION; CTLA-4 ; COSTIMULATION; TOLERANCE; PROLIFERATION; PATHWAY 
Research Fronts: . . .COSTIMULATORY MOLECULE; ACTIVATED MURINE B-LYMPHOCYTES; 
FUNCTIONAL EXPRESSION; TRANSGENIC MICE; CD28 CO-STIMULATION; SOLUBLE CTLA-4) 

94-2560 001 (RAPAMYCIN IN T-LYMPHOCYTES ; INHIBITION OF CALCINEURIN; 
IMMUNOSUPPRESSIVE AGENTS; MACROLIDE FK506; CYCLOPHILIN CYCLOSPORINE-A COMPLEX) 

Cited References: 
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SciSearch(R) Cited Ref Sci 

(c) 2008 The Thomson Corp. All rights reserved. 
05314449 Genuine Article*: VP585 No. References: 56 

ADENOVIRUS- ENHANCED RECEPTOR-MEDIATED TRANSFERRIN FECTION FOR THE GENERATION OF TUMOR 
VACCINES 

Author: SCHWEIGHOFFER T; BERGER M; BUSCHLE M; SCHMIDT W; BIRNSTIEL ML 
Corporate Source: RES INST MOL PATHOL, DR BOHR GASSE 7/A-1030 VIENNA//AUSTRIA/ 
Journal : CYTOKINES AND MOLECULAR THERAPY , 1996 , V 2 , N3 ( SEP ) , P 185-191 
ISSN: 1355-6568 

Language: ENGLISH Document Type: ARTICLE ( Abstract Available ) 
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hormone Cortisol, NK cell activity was measured in a 4-h direct cytotoxicity assay 
with K562 cells as a target. HP-1 and HP-4 (10(-8)-10(-9) M) significantly inhibited 

the spontaneous and cytokine-inducible NK activity, and the two cell 

preparations examined. We also evaluated the effects of HP-1 and HP-4 (10(-8) 

M-10(-9) M) upon IFN-gamma and interleukin 6 (IL-6) production the biological 

assay using WISH cells as indicators and vescicular stomatitis virus (VSV) as the 
challenge virus. IL-6 was measured using an enzyme amplified sensitivity 
immunoassay, Both HP-1 and HP- 4 significantly reduced cytokine production. Our data 
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...are expressed in the lungs, and that SP is released in the airways after 
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before allergen challenge failed to reduce the allergic early airway responses. In 
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we previously reported an unexpected phenomenon, i.e., several cancer vaccine 
peptides, including a cyclophilin B-derived peptide (CypB-84) , elicited an 

immediate-type skin reaction in prevacci nation skin tests from the plasma by 

in vivo degradation. These results suggest that certain peptides of cancer vaccine 
candidates exhibit an IgE-i ndependent but mast eel 1 -dependent inflammatory response 
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Isolation and characterization of a cDNA corresponding to a stress-activated 
cyclophilin gene in Solanum commersonii 

Meza-Zepeda L.A.; Baudo M.M.; Palva E.T.; Heino P. 

Address: P. Heino, Department of Biosciences, Division of Genetics, university of 
Helsinki, FIN-00014 Helsinki , Finland 
Email: Pekka.Heino@helsinki.fi 

Journal : Journal of Experimental Botany , 49/325 (1451-1452) , 1998 , United 
Ki ngdom 
CODEN: JEBOA 
ISSN: 0022-0957 
Document Type: Article 

Languages: English Summary Languages: English 

No. of References: 13 

Isolation and characterization of a cDNA corresponding to a stress-activated 
cyclophilin gene in Solanum commersonii 



A cDNA clone encoding cyclophilin (CyP) , was isolated from Solanum commersonii by 

utilizing subtractive hybridization. The corresponding gene was found were 

exposed to low temperature, abscisic acid (ABA), drought, and wounding the amount of 
the cyclophilin mRNA was markedly increased, in addition, the gene was shown to be 
responsive to salicylic acid and pathogen challenge, suggesting a role in several 
different stress responses in plants. 

DESCRIPTORS: 

Stress; Cyclophilin; Solanum commersonii; Subtractive cloning 



CLASSIFICATION CODE AND DESCRIPTION: 

Modlecular Sequence Databank Number: ...DNA and DNA synthesis 

92.1.1.4 - PLANT SCIENCE Drought, flooding, anoxia 

92.4.3 - PLANT SCIENCE Water Relations and Gas Exchange 

92.7.2.4 - PLANT SCIENCE Root and tuber crops 

91.5.4.3 - ECOLOGICAL AND ENVIRONMENTAL SCIENCES... 
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Improved protein identification efficiency by mass spectrometry using N-terminal 
chemical derivatization of peptides from Angiostrongyl us costari censi s , a nematode 
with unknown genome 
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Leon I.R.; Neves-Ferrei ra A.G.C.; Valente R.H.; Perales J. // Mota E.M.; Lenzi 
H.L. // Perales J. 

Department of Physiology and Pharmacodynamics, Oswaldo Cruz institute, FIOCRUZ, 
Rio de Janeiro, Brazil // Department of Pathology, Oswaldo Cruz institute, FIOCRUZ, 
Rio de Janeiro, Brazil // Av. Brasil, 4365, Manguinhos, 21040-900, Rio de Janeiro, 
RJ , Brazil 

Author email: jperales@ioc.fiocruz.br; jperales@ioc.fiocruz.br 
Corresp. Author: Perales J. 

Corresp. Author Affil: Av. Brasil, 4365, Manguinhos, 21040-900, Rio de Janeiro, RJ , 
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Journal of Mass Spectrometry ( J. Mass Spectrom. ) ( United Kingdom ) October 1, 
2007 , 42/10 (1363-1374) 

CODEN: JMSPF ISSN: 10765174 elSSN: 10969888 
Item Identifier (DOI) : 10 . 1002/jms . 1324 

Document Type: Journal ; Conference Paper Record Type: Abstract 

Language: English Summary language: English 
Number of References: 32 

...these data either manually and/or using de novo sequencing software can 
frequently be a challenge. To overcome this limitation when studying the proteome of 
adult Angiostrongyl us costari censi s , a nematode with unknown genome, we have used 
chemical N-terminal derivatization of the tryptic peptides with 4-sul fophenyl 
i sothiocyanate (SPITC) prior to MALDI-TOF/TOF MS. This methodology has recently been 
reported. . . 
Drug Descriptors: 

...ec; aspartic proteinase i nhi bi tor--endogenous compound — ec; calreticulin 
--endogenous compound--ec ; chaperoni n--endogenous compound--ec ; 
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glutathione transferase — endogenous compound — ec; heat shock protein ... 
Medical Descriptors: 

Drug Terms (Uncontrolled): 4 sulfophenyl i sothiocyanate 
Medical Terms (Uncontrolled): 

CAS Registry Number: ...9028-86-8 (aldehyde dehydrogenase); 78769-62-7 (alpha 
tubulin); 126043-36-5 (cyclophi 1 i n) ; 50812-37-8 (glutathione transferase); 
9024-82-2. . . 
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Emerging host cell targets for hepatitis C therapy 

He Y. // Duan W. // Tan S.-L. 

Global Pharmaceutical Research and Development, Abbott Laboratories, Abbott Park, 
IL 60064, United States // School of Medicine, Deakin university, waurn Ponds, vie. 
3217, Australia // Lilly Research Laboratories, Eli Lilly and Company, Indianapolis, 
IN 46285, United States 

Author email: yupeng.he@abbott.com 

Corresp. Author: He Y. 

Corresp. Author Affil: Global Pharmaceutical Research and Development, Abbott 
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Drug Discovery Today ( Drug Discov. Today ) ( United Kingdom ) March 1, 2007 , 
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CODEN: DDTOF 



ISSN: 13596446 
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Publisher Item Identifier: S1359644607000475 
Item Identifier (DOI) : 10. 1016/ j .drudis.2007.01.009 
Document Type: Journal ; Review Record Type: Abstract 
Language: English Summary language: English 
Number of References: 110 

...assembly, and intracellular pathways involving lipid biosynthesis, oxidative 
stress and innate immune response. A crucial challenge now is to manipulate such 
cellular targets pharmacologically for chronic HCV treatment, without being 
limited. . . 
Drug Descriptors: 

2,3 dihydro 2 oxo 3 (4,5,6,7 tetrahydro lh indol 2 ylmethylene) lh indole 5 sulfonic 

acid dimethylamide; acetyl salicylic pharmacology — pd; canertinib; 

castanospermi ne 6 butyrate; cell surface receptor; cholesterol; cpg 10101 — drug 
therapy — dt; cyclophilin; cyclosporin A — drug combination — cb; cyclosporin A — drug 
comparison — cm; cyclosporin A — drug concentration — cr... 
Medical Descriptors: 

CAS Registry Number: ...141117-12-6 (castanospermi ne 6 butyrate); 57-88-5 
(cholesterol); 126043-36-5 (cyclophilin); 59865-13-3... 
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Prediction of recurrence in Ta urothelial cell carcinoma by real-time quantitative 
PCR analysis: A microarray validation study 

Schultz I. J.; Willems J.L.; Swinkels D.W.; De Kok J.B. // Wester K. // Straatman 
H.; Kiemeney L.A. // Kiemeney L.A.; witjes 3. A. // Babjuk M. // Mares J. // 
Malmstrom P.-U. // Swinkels D.W. 

Department of Clinical Chemistry, Radboud University Nijmegen Medical Center, 
Nijmegen, Netherlands // Department of Genetics and Pathology, Rudbeck Laboratory, 
Uppsala university Hospital, Uppsala, Sweden // Department of Epidemiology and 
Biostatistics, Radboud university Nijmegen Medical Center, Nijmegen, Netherlands // 
Department of Urology, Radboud University Nijmegen Medical Center, Nijmegen, 
Netherlands // Department of Urology, General Faculty Hospital, Charles University, 
Prague, Czech Republic // institute of Biology and Medical Genetics, Charles 
University, Prague, Czech Republic // Department of Surgical Sciences, Uppsala 
University Hospital, Uppsala, Sweden // AKC/441, Radboud university Nijmegen Medical 
Center, P.O. Box 9101, 6500 HB Nijmegen, Netherlands 

Author emai 1 : d . swi nkel s@akc . umcn . nt ; d . swi nkel s@akc . umcn . nl 

Corresp. Author: Swinkels D.W. 

Corresp. Author Affil: AKC/441, Radboud University Nijmegen Medical Center, P.O. 
Box 9101, 6500 HB Nijmegen, Netherlands 
Corresp. Author email: d.swinkels@akc.umcn.nl 

International Journal of Cancer ( Int. J. Cancer ) ( United States ) October 15, 
2006 , 119/8 (1915-1919) 

CODEN: IJCNA ISSN: 00207136 elSSN: 10970215 
Item Identifier (DOI) : 10 . 1002/i ic . 22059 

Document Type: Journal ; Article Record Type: Abstract 

Language: English Summary language: English 
Number of References: 39 

...expression level as cut-off, a sensitivity of 69.6% and a specificity of 71.4% 
were obtained for the identification of patients with short or prolonged 

recurrence-free periods, respectively shown by Dyrskjot et al . The discovery 

of accurate recurrence predictive markers, therefore, remains a challenge, (c) 2006 
wiley-Liss, inc. 
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Induction of transplantation tolerance - The potential of regulatory T cells 

Akl A. ; Luo S. ; wood K.J. 

Nuffield Department of Surgery, John Radcliffe Hospital, University of Oxford, 
Oxford, OX3 9DU, United Kingdom 
Author email: shiqiao.luo@suegery.ox.ac.uk 
Corresp. Author: Luo S. 

Corresp. Author Affil: Nuffield Department of Surgery, John Radcliffe Hospital, 
University of Oxford, Oxford, 0X3 9DU, United Kingdom 
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Transplant Immunology ( Transplant Immunol. ) ( Netherlands ) August 1, 2005 , 
14/3-4 SPEC. ISS. (225-230) 
CODEN: TRIME ISSN: 09663274 
Publisher Item Identifier: S0966327405000407 
item identifier (DOl) : 10. 1016/ j .trim. 2005. 03. Oil 

Document Type: Journal ; Conference Paper Record Type: Abstract 
Language: English Summary language: English 
Number of References: 76 

...maintenance immune suppressive drug therapy has led to the uncovering of a 
tolerant state. The challenge of achieving improved monitoring of all transplant 
patients may allow tailoring of immunosupression in a... 
Drug Descriptors: 

...CD28 antigen — endogenous compound--ec ; CD4 antigen — endogenous compound — ec; CD8 
antigen--endogenous compound--ec ; cyclophi 1 i n--endogenous compound--ec ; 
cyclosporin--drug therapy--dt; cycl ospori n--pharmacology--pd ; cytoplasmic 
receptor — endogenous compound — ec; cytotoxic T lymphocyte antigen 4 — endogenous 
compound — ec; fingolimod — drug therapy — dt; fingolimod — pharmacology — pd; fk 506 

binding protei n--endogenous ec; interleukin 2 receptor--endogenous 

compound — ec; interleukin 2 receptor alpha — endogenous compound — ec; interleukin 
4 — endogenous compound — ec; interleukin 5 — endogenous compound — ec; mycophenolic 
acid 2 morphol i noethyl ester — drug therapy... 
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Novel effects on memory observed following unilateral intracranial administration 
of okadaic acid, cyclosporin A, FK506 and [MeVal SUP 4]CyA 

Bennett P.C.; Moutsoulas P.; Perini E.; Ng K.T. // Lawen A. 

Department of Psychology, Sch. Psychol., Psychiat. /Psychol . M., Monash university, 
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Corresp. Author email: p.bennett@med.monash.edu.au 

Brain Research ( Brain Res. ) ( Netherlands ) October 24, 2003 , 988/1-2 (56-68) 

CODEN: BRREA ISSN: 00068993 
Item Identifier (DOI) : 10.1016/S0006-8993(03)03344-4 

Document Type: Journal ; Article Record Type: Abstract 

Language: English Summary language: English 
Number of References: 85 

...memory observed following unilateral intracranial administration of okadaic 
acid, cyclosporin A, FK506 and [MeVal SUP 4]CyA 



...previously following bilateral administration of okadaic acid (OA), cyclosporin 
A (CyA) , FK506 and [MeVal SUP 4] CyA can be attributed to their action in just one 

hemisphere. OA, at a concentration administration of FK506 (20 nM) , which also 

inhibits PP2B and PPIase activity, and [MeVal SUP 4]CyA (5 nM) , which inhibits 
PPIase activity but not PP2B activity. Administration of CyA (20 nM) and FK506, but 
not [MeVal SUP 4]CyA, in the right hemisphere leads to a transient period of memory 

loss from 10 post-training. These results confirm significant roles for 

phosphatases and PPIases in memory processing but challenge previous conclusions 
drawn on the basis of bilateral drug administration protocols, (c) 2003 Elsevier 
B. . . 

Drug Descriptors: 

* cyclophilin — endogenous compound — ec; Cyclosporin A — drug administration — ad; 
-cyclosporin A--drug toxi ci ty--to ; -cyclosporin A... 

Drug Terms (Uncontrolled): cyclosporin A [4 methyl val i ne] — drug administration — ad; 

cyclosporin A [4 methyl val i ne] — drug toxicity — to; cyclosporin A [4 

methylval i ne] — i ntracerebroventri cut ar drug administration — cv; cyclosporin A [4 

methylval i ne] — pharmacology — pd 

Medical Terms (Uncontrolled): 

CAS Registry Number: 137951-12-3 (cal ci neuri n) ; 126043-36-5 (cyclophilin); 

59865-13-3... 
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Immunological evaluation of CTL precursor-oriented vaccines for advanced lung 
cancer patients 

Mine T.; Hida N.; Imai N.; Azuma K.; Katagi ri K.; Nishikori M.; Sukehiro A. ; 
Nakagawa M.; Itoh K. // Mine T. ; Shirouzu K.; Yamana H. // Gouhara R. ; Rikimaru T. ; 
Aizawa H. // Yamada A. 

Department of immunology, Kurume University School of Medicine, 67 Asahi-machi, 
Kurume 830-0011, Japan // Department of Surgery, Kurume University School of 
Medicine, 67 Asahi-machi, Kurume 830-0011, Japan // 1st Department of Internal 
Medicine, Kurume university School of Medicine, 67 Asahi-machi, Kurume 830-0011, 
Japan // Cancer Vaccine Development Division, Kurume University, Res. Ctr. for 
Innov. Cancer Therapy, 67 Asahi-machi, Kurume 830-0011, Japan 
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Cancer Science ( Cancer Sci . ) ( Japan ) June 1, 2003 , 94/6 (548-556) 
CODEN: CSACC ISSN: 13479032 

Document Type: Journal ; Article Record Type: Abstract 
Language: English Summary language: English 
Number of References: 31 

Recent clinical trials of peptide vaccine for cancer patients have rarely resulted 

in tumor regression. One of the reasons for this against the immunized 

peptides and tumor cells were observed in the post-vaccination PBMCs from 4 of 8 and 
3 of 10 patients tested, respectively. Peptide-specif ic lgG became detectable in 
post-vaccination sera in 4 of 10 patients tested, and these 4 patients had a long 
progression-free survival. Furthermore, the median survival time of 9 patients... 
Drug Descriptors: 

cancer vaccine — adverse drug reaction — ae; cancer vaccine — drug therapy — dt; cancer 
vaccine — pharmacology — pd; carboplatin — drug combination — cb; carboplatin — drug 
therapy — dt; carboplatin — pharmacology — pd; cisplatin — drug combination — cb; 
cisplatin — drug therapy — dt; cisplatin — pharmacology — pd; cyclophilin — drug therapy 
— dt; cyclophilin — pharmacology — pd; cytarabine — drug combination — cb; 
cytarabine — drug therapy — dt; cytarabine — pharmacology — pd; docetaxel — drug... 
Medical Descriptors: 
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147-94-4... 
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GM-CSF-secreti ng melanoma vaccines 

issue Title: Melanoma 
Dranoff G. // Dranoff G. // Dranoff G. 

Department of Adult Oncology, Dana-Farber Cancer institute, Boston, MA 02115, 
United States // Department of Medicine, Brigham and Women's Hospital, Harvard 
Medical School, Boston, MA 02115, United States // Dana-Farber Cancer institute, 
Dana 510E, 44 Binney Street, Boston, MA 02115 , United States 
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Corresp. Author: Dranoff G. 
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Oncogene ( Oncogene ) ( United Kingdom ) May 19, 2003 , 22/20 (3188-3192) 

CODEN: ONCNE ISSN: 09509232 
Item Identifier (DOI) : 10. 1038/sj .one. 1206459 

Document Type: Journal ; Review Record Type: Abstract 

Language: English Summary language: English 
Number of References: 51 
Drug Descriptors: 

* cytotoxic T lymphocyte antigen 4; -gene product — drug development — dv; -'gene 
product--pharmacology--pd ; -melanoma vaccine — clinical trial --ct; --'melanoma 
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compound — ec 
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interferon; granulocyte colony stimulating factor; granulocyte macrophage colony 

stimulating factor — pharmacology 1; i nterl euki n 1 receptor; interleukin 10; 
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interleukin 12; interleukin 18; interleukin 2; interleukin 3; interleukin 4; 
interleukin 5; interleukin 6; interleukin 7; stem cell factor; tumor necrosis factor 
alpha ; unclassified drug... 
Medical Descriptors: 
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Preliminary profile of the Cryptosporidium parvum genome: An expressed sequence 
tag and genome survey sequence analysis 

Strong W.B.; Nelson R.G. // Strong W.B.; Nelson R.G. // Nelson R.G. 
Division of infectious Diseases, San Francisco General Hospital, San Francisco, 
CA, United States // Department of Medicine, University of California, San 
Francisco, CA 94143-0811, United States // Dept. of Pharmaceutical Chemistry, 
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Molecular and Biochemical Parasitology ( Mol . Biochem. Parasitol. ) ( Netherlands 
) March 15, 2000 , 107/1 (1-32) 
CODEN: MBIPD ISSN: 01666851 
Publisher Item Identifier: S016668519900225X 
Item Identifier (DOI) : 10 . 1016/S0166-6851(99)00225-X 
Document Type: Journal ; Article Record Type: Abstract 
Language: English Summary language: English 
Number of References: 103 

...development of such therapies. To accelerate gene discovery and identify genes 
encoding potential drug and vaccine targets we constructed sporozoite cDNA and 

genomic DNA sequencing libraries from the Iowa isolate of totaled one megabase 

(1 mb) of unique genomic sequence indicating that -10% of the 10.4 mb C. parvum 
genome has been sequence tagged in this gene discovery expedition. The tags... 
Drug Descriptors: 
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-•'polyketide; -'thrombospondi n 

CAS Registry Number: ...987-65-5 (adenosine triphosphate); 9025-54-1 
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Enhanced transcription factor DNA binding and gene expression induced by arsenite 
or arsenate in renal slices 
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University of Arizona, Tucson, AZ 85721, United States 
Corresp. Author email: gandolfi@pharmacy.arizona.edu 

Toxicological Sciences ( Toxicol. Sci . ) ( United States ) August 9, 1999 , 50/1 
(98-105) 

CODEN: TOSCF ISSN: 10966080 

Document Type: Journal ; Article Record Type: Abstract 
Language: English Summary language: English 
Number of References: 52 

...90 were observed. However, induction of heine oxygenase-1 (Hsp 32) was seen 
following a 4-h challenge with As(lll), but not with As(v). As(lll) and As(v) 
induced DNA binding of AP-1 at 2- and 4-h exposure; following a 6-h exposure there 

was no difference. Although no alteration in V) , albeit at a later time point 

(6 h) . These results suggest that acute arsenic challenge, by either As(lll) or 
As(v), is associated with discrete alterations in the activity... 
Drug Descriptors: 

cyclophilin; heat shock protein 60; heat shock protein 70; heat shock protein 90; 
heme oxygenase; potassium... 
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Effects of polybromi nated di phenyl ether (PBDE) on reproductive organ and brain 
development and gene expression in rats. 

Lichtensteiqer W; Ceccatelli R; Faass O; Fleischmann I; Schlumpf M 

institute of Pharmacology and Toxicology, university of Zurich, Zurich, Switzerland. 

Source: Toxicologist 2003 Mar ; 72 (S-l) : 133 

Journal Name: Toxicologist Pub. Year: 2003 ISSN: 0731-9193 
Document type: meeting abstract 
Languages: ENGLISH 
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...have increased during the last decade. We are comparing developmental actions of 
PBDE99 (2,2' ,4,4' ,5-pentaBDE) and the PCB mixture, Aroclor 1254. PBDE99 (1 or 10 

mg/kg/day PBDE99 exposure affected sex hormone target gene mRNA levels 

determined by Real Time PCR (reference cyclophilin), IGF-I mRNA in ventral prostate 

and uterus, progesterone receptor mRNA in uterus, androgen receptor dorsal 

prostate. mRNA levels in sexually dimorphic brain regions, and mRNA expression after 
acute estrogen challenge in gonadectomi zed offspring, are under investigation. Our 
date indicate that PBDE99 can interfere with sexual... ( 
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Document Type: Journal ISSN: 0036-8075 
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Section Heading: REVIEW 
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Text: 

...convenience with which the primary amino acid sequences of their 
corresponding binding proteins, FKBP and cyclophilin, can be 
altered. What is the state-of-art in the manipulation of microbial natural 
...positions of the chain. Likewise, the presence of methyl transferase 
domains in modules 2, 3, 4, 5, 7, 8, and 10 of the cyclosporin 
synthetase results in N-methylation of the... 



References and Notes: 

...A. Many polyketides, particularly aromatic polyketides such as tetracyline, are 
biosynthesized by structurally simpler polyketide synthases ... not clear. Developing 
strategies to overcome these deleterious effects on chain transfer represents a 
major challenge. ; 
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Pages: 77 pp. 
CODEN: PIXXD2 
Language: English 
Patent Classifications: 
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CYTOKINES IN RAT LUNG IN RESPONSE TO ANTIGEN CHALLENGE 

in humans, it has been demonstrated that Th-2 type cytokines (interleukin (il)-4 
and IL-5) are highly expressed in bronchial biopsies from asthmatics. Our hypothesis 

is that cytokine response comprising Th-2 cytokines occurs during the late 

airway response (LR) after antigen challenge and that a different Th-1 response 
(interferon (lFN)-$\gamma$) is related to the absence of a physiological response 
after antigen challenge. We have tested this hypothesis in different strains of 
rats, Brown Norway (BN) rats are high IgE producers that develop LR and increased 
airway responsiveness after antigen challenge, whilst Sprague Dawley (SD) rats are 
low IgE producers that do not develop physiological changes following antigen 
challenge. We assessed the expression of cytokines in these two strains of rats 

using semi-quantitative the rats underwent general anaesthesia and were killed 

either immediately or eight hours after OA challenge. The lungs were frozen in 
liquid nitrogen for total RNA preparation. cDNA was prepared from total RNA, and 
mRNA expression for IL-4, IL-5 and IFN-$\gamma$ was assessed before and after 
challenge in BN and SD rats using Cyclophilin as a housekeeping gene. (Abstract 
shortened by umi.) 
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...TEXT: mice infected with Schistosoma mansoni." "Given the well 
established interaction between cyclosporin A and the cyclophilin 
superfamily of peptidylprolyl cis-trans isomerases, we solved the structure 
of cyclophilin A from S. mansoni (SmCypA) by x-ray crystallography 
in the reduced and oxidized states... 

. . .C-termi nal cysteines (Cys-122 and Cys-126) . This is the first example of 
a cyclophilin containing this disulfide bridge. Parallel functional 
studies suggest a mechanism for regulation of SmCypA activity... 

...7) M-l s(-l), and it is inhibited by cyclosporin A (IC50 of 14 +/- 
4 nM)," wrote L.J. Gourlay and colleagues, La Sapienza University. 
The researchers concluded: "The lack of conservation of this cysteine 
couple within the CypA superfamily, their close proximity to the 
active site, and the importance of thiol groups for peptidyl-prolyl 
cis-trans isomerase activity render this structural feature a 
challenge for the development of alternative and more effective 
anti-schistosomiasis inhibitors and may in addition... 

Journal of Biological Chemistry (The three-dimensional structure of 
two redox states of cyclophilin a from Schistosoma mansoni - 
Evidence for redox regulation of peptidyl-prolyl cis-trans isomerase 
activity. . . 
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...TEXT: developing directions of research. Study 1: Research findings, 
"Rctl, a nuclear RNA recognition motif-containing cyclophilin, 
regulates phosphorylation of the RNA polymerase II C-terminal domain," are 
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di scussed i n a new. . . 

...and coordinates it with pre-mRNA processing. We show here that Rctl, a 
nuclear multidomain cyclophilin from Schizosaccharomyces pombe, is 
encoded by an essential gene that interacts with the CTD and... 

...concluded: "These data, together with the pleiotropic phenotype upon 
Rctl deregulation, suggest that this multidomain cyclophilin is an 
important player in maintaining the correct phosphorylation code of the CTD 
and thereby. . . 

...published their study in Molecular and Cellular Biology (Rctl, a nuclear 
RNA recognition motif-containing cyclophilin, regulates 
phosphorylation of the RNA polymerase II C-terminal domain. 

with pregnancy loss [odds ratio (OR) 9.6, 95% confidence interval 
(CI) 1.6-56.4]. This risk was even higher in the subgroup of women 
(n=16) with more than two miscarriages or fetal loss after the first 
trimester [OR 13.1, 95% CI 1.4-126.3]." "There was no significant 
association between anticardiolipin antibodies and pregnancy loss [OR 3... 

...20, A-1090 Vienna, Austria, eri ka. jensen-jarol im@meduniwi en . ac . at . 

Keywords: Vienna, Austria, Cancer vaccine, vaccine 

Development, vaccine Efficacy, Epitope Mimic, immunology, 

immunotherapy, Oncology, Tumor-Associated Carbohydrate Antigen, Proteomics. 

This article was prepared... 
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...TEXT: plating cells on collagen VI, and by treatment with cyclosporin 
A or with the specific cyclophilin inhibitor methylAl a(3)ethyl Val ( 
4)-cyclospori n , which does not affect calcineurin activity. Here we 
demonstrate that mitochondrial dysfunction plays an... 

...a pharmacological therapy of Ullrich congenital muscular dystrophy with 
cyclosporin A and methyl Al a(3)ethyl Val (4) cyclosporin." Angelin and 
colleagues published their study in Proceedings of the National Academy of 
Sciences . . . 

... the University of Padua. They continued, "Prevalence of positive 
antibodies to rubella in females (97.4%) was significantly higher 
(p<0.00)) than males (87.5%), but only if aged 25... 

...50%; in addition, about 40.0% of vaccinated subjects eluded control 
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after vaccination. Seroconversion after vaccine appeared high for 
rubella, mumps, and measles (92.3, 88.9, and 88.1%, respectively... 

...low for varicella (43.8%)," the authors noted. Trevisan and associates 

published their study in vaccine (Prevalence of childhood 

exanthematic disease antibodies in paramedical students: Need of 

vaccination. Vaccine, 2006 ; 24(2) : 171-176) . For additional 

information, contact Andrea Trevisan, Department of Environmental Medicine 



...35128 Padova, Italy, andrea.trevisan@unipd.it. Keywords: Padua, Italy, 
Occupational Health, Emergency Medicine, Pediatric Vaccine, 
Measles-Mumps-Rubella Vaccine, Chickenpox Vaccine, Varicella 
Vaccine, Vari eel 1 a Vi rus , Immunotherapy, Nosocomial Infection, 
Public Health. This article was prepared by Biotech Business week... 
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...TEXT: advances have been reported from Kurume University, Japan. 

Study 1: Data detailed in "Anti-cancer vaccine candidates in 
specific immunotherapy for bladder carcinoma" have been presented. 
According to recent research from... 
BC patients . " 

Komohara and colleagues published their study in International Journal 
of Oncology (Anti-cancer vaccine candidates in specific 
immunotherapy for bladder carcinoma. International Journal of Oncology, 
2006;29(6) :1555. . . 

...For additional information, contact Y. Komohara, Kurume University 
Research Center for Innovative Cancer Therapy, Cancer Vaccine 
Development Division, Kurume university School of Medicine, Kurume, Fukuoka 
830-0011, Japan. 

Study 2: Nonmutated self-antigen-derived cancer vaccine 
peptides elicit an igE-i ndependent , but mast eel 1 -dependent , immediate-type 
skin reaction without systemic... 

...According to researchers in Japan, "We previously reported an unexpected 
phenomenon, i.e., several cancer vaccine peptides, including a 
cyclophilin B-derived peptide (CypB-84) , elicited an immediate-type 
skin reaction in prevacci nation skin tests... 
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...vivo degradation," the authors noted. 

They concluded, "These results suggest that certain peptides of cancer 
vaccine candidates exhibit an IgE-i ndependent but mast 
eel 1 -dependent inflammatory response with no elicitation of... 
...and associates published their study in the Journal of immunology 
(Nonmutated self-antigen-derived cancer vaccine peptides elicit an 
igE-independent but mast eel 1 -dependent immediate-type skin reaction 
without systemic. . . 

. . .857-863) . 

For additional information, contact Aki ra Yamada, Research Center for 
Innovative Cancer Therapy, Cancer Vaccine Development Division, and 
Center of the 21st Century Center of Excellence Program for Medical Science 



...in specific immunotherapy for a wide variety of tumor types. Int J 
Oncol, 2005;27(4):981-8). 

Additional information can be obtained by contacting Y. Arima, Kurume 
University of School... 

...Blood, Renal Cancer, Renal Carcinoma, Tumors, Women's Health. 

This article was prepared by Cancer vaccine week editors from 
staff and other reports. Copyright 2007, Cancer Vaccine Week via 
NewsRx.com & NewsRx.net. 
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tumors. A 69-year-old man was found to have a mass lesion measuring 
approximately 4 cm in diameter in the pancreatic head on ultrasound, 
abdominal dynamic CT, and percutaneous transhepatic... 

...ml) and to a lesser extent in Crohn disease (active disease, 66 ng/ml , 
44.4-87.6 ng/ml; inactive disease, 63 ng/ml, 43.5-82.5 ng/ml... 

...Medicine 2, 67 Asahi machi , Fukuoka 8300011, Japan. 

Study 3: Nonmutated self-antigen-derived cancer vaccine 
peptides elicit an IgE-i ndependent , but mast eel 1 -dependent , immediate-type 
skin reaction without systemic... 

...According to researchers in Japan, "We previously reported an unexpected 
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phenomenon, i.e., several cancer vaccine peptides, including a 
cyclophilin B-derived peptide (CypB-84) , elicited an immedi ate- type 
skin reaction in prevacci nation skin tests... 

...vivo degradation," the authors noted. 

They concluded, "These results suggest that certain peptides of cancer 
vaccine candidates exhibit an IgE-i ndependent but mast 
eel 1 -dependent inflammatory response with no elicitation of... 

...and associates published their study in the Journal of immunology 
(Nonmutated self-antigen-derived cancer vaccine peptides elicit an 
IgE-i ndependent but mast eel 1 -dependent immediate-type skin reaction 
without systemic. . . 

. . .857-863) . 

For additional information, contact Aki ra Yamada, Research Center for 
Innovative Cancer Therapy, Cancer Vaccine Development Division, and 
Center of the 21st Century Center of Excellence Program for Medical 
Science, Kurume University, Kurume, Japan. 

Keywords: Kurume, Japan, Vaccine Safety, Cancer Vaccine, 
Vaccine Development, Allergy Medicine, Anaphylaxis, Immunology, 
Immunotherapy, Oncology, Proteomics. 

This article was prepared by Health & Medicine... 

DESCRIPTORS: Allergy Medicine; Anaphylaxis; Biotechnology; Cancer 

vaccine; Cancer vaccines; immunology; 
Immunotherapy; Japan; Kurume; Kurume University; 
Oncology; Peptide; Pharmace; Proteins; Proteomics; 
Vaccine Development; Vaccine Safety; All 
News; Professional News; General Health 
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implanted CUF probes into tumor masses at the progressive and 
regressive stage. Five secreted proteins (cyclophi 1 i n-A, S100A4, 
profilin-1, thymosin beta 4 and 10), previously associated with 
tumor progression, were identified from tumor masses at the progressive... 
...receptor 9 agonists promote cellular invasion by increasing matrix 
metal loprotei nase activity. Mol Cancer Res, 2006;4(7) :437-447) . 

For additional information, contact K.S. Selander, University of 
Alabama, Department of... 
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DESCRIPTORS: Alabama; Apoptosis; Astrocytoma; Birmingham; Breast 

Cancer; Cancer Therapy; Cancer Vaccine; Matrix 
Metal loprotei nases ; Molecular Targets; Oncolo; Oncology; 
Receptor Agonists; Toll -Like Receptors; U S ; United 
States. . . 
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...TEXT: been reported by scientists from Kurume University, Japan. 

Study 1: Data detailed in "Anti-cancer vaccine candidates in 
specific immunotherapy for bladder carcinoma" have been presented. 
According to recent research from... 
BC patients . " 

Komohara and colleagues published their study in International Journal 
of Oncology (Anti-cancer vaccine candidates in specific 
immunotherapy for bladder carcinoma. International Journal of Oncology, 
2006;29(6):1555. . . 

...For additional information, contact Y. Komohara, Kurume University 
Research Center for Innovative Cancer Therapy, Cancer Vaccine 
Development Division, Kurume university School of Medicine, Kurume, Fukuoka 
830-0011, Japan. 

Study 2: Nonmutated self-antigen-derived cancer vaccine 
peptides elicit an igE-i ndependent , but mast eel 1 -dependent , immediate-type 
skin reaction without systemic... 

...According to researchers in Japan, "We previously reported an unexpected 
phenomenon, i.e., several cancer vaccine peptides, including a 
cyclophilin B-derived peptide (CypB-84) , elicited an immediate-type 
skin reaction in prevacci nation skin tests... 

...vivo degradation," the authors noted. 

They concluded, "These results suggest that certain peptides of cancer 
vaccine candidates exhibit an IgE-i ndependent but mast 
eel 1 -dependent inflammatory response with no elicitation of... 
...and associates published their study in the Journal of immunology 
(Nonmutated self-antigen-derived cancer vaccine peptides elicit an 
IgE-i ndependent but mast eel 1 -dependent immediate-type skin reaction 
without systemic. . . 
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. . .857-863). 

For additional information, contact Aki ra Yamada, Research Center for 
Innovative Cancer Therapy, Cancer Vaccine Development Division, and 
Center of the 21st Century Center of Excellence Program for Medical Science 



...in specific immunotherapy for a wide variety of tumor types. Int J 
Oncol, 2005;27(4):981-8). 

Additional information can be obtained by contacting Y. Arima, Kurume 
University of School... 

...Blood, Renal Cancer, Renal Carcinoma, Tumors, Women's Health. 

This article was prepared by Cancer vaccine Week editors from 
staff and other reports. Copyright 2007, Cancer Vaccine Week via 
NewsRx.com & NewsRx.net. 
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Medicine, 67 Asahi Machi , Kurume, Fukuoka 8300011, Japan. 
Study 2: Nonmutated self-antigen-derived cancer vaccine 
peptides elicit an igE-i ndependent , but mast eel 1 -dependent , immediate-type 
skin reaction without systemic... 

...According to researchers in Japan, "We previously reported an unexpected 
phenomenon, i.e., several cancer vaccine peptides, including a 
cyclophilin B-derived peptide (CypB-84) , elicited an immediate-type 
skin reaction in prevacci nation skin tests... 

...vivo degradation," the authors noted. 

They concluded, "These results suggest that certain peptides of cancer 
vaccine candidates exhibit an IgE-i ndependent but mast 
eel 1 -dependent inflammatory response with no elicitation of... 

...and associates published their study in the Journal of immunology 
(Nonmutated self-antigen-derived cancer vaccine peptides elicit an 
IgE-i ndependent but mast eel 1 -dependent immediate-type skin reaction 
without systemic. . . 

. . .857-863) . 

For additional information, contact Aki ra Yamada, Research Center for 
Innovative Cancer Therapy, Cancer Vaccine Development Division, and 
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Center of the 21st Century Center of Excellence Program for Medical Science 



...in specific immunotherapy for a wide variety of tumor types. Int 3 
Oncol, 2005;27(4):981-8). 

Additional information can be obtained by contacting Y. Arima, Kurume 
University of School . . . 
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Debiopharm presents new data confirming anti-HCV activity of 
cyclophilin inhibitor Debio-025 

...TEXT: specialising in oncology and serious medical conditions, 
presented results from a phase lb study of cyclophilin inhibitor 
Debio-025, in treatment-naive hiv/hcv (hepatitis C virus) co-infected 
patients . 
The. . . 

even became undetectable after 8 or 15 days. All three HCV 
genotypes (1, 3 and 4) identified in the study, responded well to 
the dose administered and no patient developed a... 

...Poland and lead investigator of the study. 

Debio-025 is a synthetic first-in-class cyclophilin inhibitor 
being tested in humans as a potential anti-HCV drug. Debio-025 binds 
strongly. . . 

...on the HCV replication was shown in preclinical studies. 

This article was prepared by AIDS vaccine week editors from 
staff and other reports. Copyright 2006, AIDS Vaccine Week via 
NewsRx.com & NewsRx.net. 



7/3.K/48 (Item 10 from file: 135) Links 
NewsRx weekly Reports 
(c) 2008 NewsRx. All rights reserved. 

0000370577 (USE FORMAT 7 OR 9 FOR FULLTEXT) 

Page 34 



untitled 

Research conducted from Kurume University, Japan, has provided new 
information about cancer treatment 



Cancer Vaccine Week, November 27, 2006, p. 19 

DOCUMENT TYPE: Expanded Reporting LANGUAGE: English 
RECORD TYPE: FULLTEXT 

Word Count: 
1034 



University, immunology Center. 

The researchers concluded: "Based on these experiences, we propose a 
personalized peptide vaccine combined with chemotherapy as a new 
treatment modality for cancers." 

Itoh and colleagues published their... 

...COE Program for Medical Science, Kurume, Fukuoka, Japan. 

Study 2: Nonmutated self-antigen-derived cancer vaccine 
peptides elicit an igE-i ndependent , but mast eel 1 -dependent , immediate-type 
skin reaction without systemic... 

...According to researchers in Japan, "we previously reported an unexpected 
phenomenon, i.e., several cancer vaccine peptides, including a 
cyclophilin B-derived peptide (CypB-84) , elicited an immediate-type 
skin reaction in prevacci nation skin tests... 

...vivo degradation," the authors noted. 

They concluded, "These results suggest that certain peptides of cancer 
vaccine candidates exhibit an IgE-i ndependent but mast 
eel 1 -dependent inflammatory response with no elicitation of... 

...and associates published their study in the Journal of immunology 
(Nonmutated self-antigen-derived cancer vaccine peptides elicit an 
igE-independent but mast eel 1 -dependent immediate-type skin reaction 
without systemic. . . 

. . .857-863) . 

For additional information, contact Aki ra Yamada, Research Center for 
Innovative Cancer Therapy, Cancer Vaccine Development Division, and 
Center of the 21st Century Center of Excellence Program for Medical Science 



...in specific immunotherapy for a wide variety of tumor types. Int J 
Oncol , 2005;27(4) :981-8) . 

Additional information can be obtained by contacting Y. Arima, Kurume 
University of School . . . 

...Blood, Renal Cancer, Renal Carcinoma, Tumors, Women's Health. 

This article was prepared by Cancer Vaccine week editors from 
staff and other reports. Copyright 2006, Cancer Vaccine Week via 
NewsRx.com & NewsRx.net. 
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TRIMS', mutants lacking arginine 332 to bind HIV-1 capsid 
complexes. A change in the cyclophilin A-binding loop of the HIV-1 
capsid decreased TRIM5 alpha(hu). 

"R332P bi ndi ng and . . . 
...United States, The induction of both cellular and humoral immunity is 
an important goal for vaccine development against HIV. As a step 
towards the development of an efficacious vaccine against HIV clade 
C, the world's most prevalent strain, a combination dna prime/protein... 

...in (DNA prime/protein boost immunization against Hiv clade C: Safety and 
immunogenicity in mice. Vaccine, 2006;24(13) : 2324-2332) . 

For additional information, contact Ruth M. Ruprecht, Department of 
Cancer. . . 

...for the anti retrovi ral regimen analysis. QoL domain scores were assessed 
for subjects 6 months to 4 years, 5 to 11 years, and 12 to 21 years 
of age, and the impact... 

...associated with significantly worse mean adjusted scores for functional 
status among children 6 months to 4 years of age and health 
perceptions, physical resilience, physical functioning, and social/role 
functioning among... 

...otherwise, no significant differences were found." 

"Generally parents of HIV-infected children 6 months to 4 years 
and 5 to 11 years of age generally reported lower mean QoL scores than... 

DESCRIPTORS: AIDS; AIDS; AIDS Vaccine; Boston; Cancer 

Vaccine; dna Research; DNA vaccine; haart; 
HIV; HIV/AIDS; Immunization; Massachusetts; Mental 
Health; Oncology; Pediatrics; Quality of Life; United 
States. . . 
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Pharmacy, Dept. of Pharmaceutical Science, 1985 Zonal Avenue, Los 
Angeles, CA 90089, USA. 

Study 2: Cyclophilin A alters HIV-1 sensitivity to a TRIM5 
alpha-independent innate immune pathway. 

"TRIM5 alpha. . . 

...species-specific retroviral replication. Here we investigate the role of 
the peptidyl prolyl isomerase enzyme cyclophilin A in TRIM5 alpha 
antiviral activity. 

"Cyclophilin A is recruited into nascent human immunodeficiency 
virus type 1 (HIV-1) virions as well... 

...exposed proline residue," wrote investigators in England. 

According to the authors, "Here we show that cyclophilin A 
renders HIV-1 sensitive to restriction by TRIM5 alpha in cells from Old 
World monkeys, African green monkey and rhesus macaque. Inhibition of 
cyclophilin A activity with cyclosporine A, or reducing 
cyclophilin A expression with small interfering RNA, rescues TRIM5 
alpha-restricted HIV-1 infectivity. 

"The effect . . . 

...to restrict HIV-1 in a cyclosporine A-sensitive way." 

"We use all HIV-1 cyclophilin A binding mutant (CA G89V) to 
show that cyclophilin A has different roles in restriction by Old 
World monkey TRIM5 alpha and owl monkey... 

...TRIM-Cyp, but not TRIM5 alpha, recruits its tripartite motif to Hiv-l 
capsid via cyclophilin A and, therefore, Hiv-l G89v is insensitive 
to TRIM-Cyp but sensitive to trim... 

...alpha," wrote z. Keckesova and colleagues at university College London. 

Keckesova concluded, "we propose that cyclophilin A 
isomerization of a proline residue in the TRIM5 alpha sensitivity 
determinant of the HIV... 

...alpha activity, the effects of cyclosporine A are independent of TRIM5 
alpha. We speculate that cyclophilin A alters HIV-1 sensitivity to a 
TRIM5 alpha-independent innate immune pathway in human cells." 

Keckesova and colleagues published their study in the ( 
Cyclophilin A renders human immunodeficiency virus type 1 sensitive 
to old world monkey but not human... 

...infected rhesus macaques." 

Guare and colleagues published their study in (A series of 
5-aminosubstituted 4 

-f 1 uorobenzyl -8-hydroxy- [1,6] naphthyri di ne-7-carboxami de HIV-1 i ntegrase 
inhibitors. Bioorg Med Chem... 

...hiv/aids, integrase inhibitor, Rhesus Macaque, Pharmacokinetics, viral 
Replication. 
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equal or superior to biological test cut-offs (BCO) in 14 of the 35 
strains, 4 strains had decreased in vitro susceptibility to more 
than one drug. However, it is important... 

...Dept. Molecular virology & Microbiology, 1 Baylor Pi, Rm 917D, 
Houston, TX 77030, USA. 

Study 3: Cyclophilin A and TRIM5 alpha independently regulate 
human immunodeficiency virus type 1 infectivity in human cells. 

"Cyclophilin A (CypA) , a cytoplasmic, human 
immunodeficiency virus type 1 (HIV-1) CA-binding protein, acts after virion 



...with human cells to increase HIV-1 infectivity. Hiv-l CA is similarly 
greeted by CypA soon after entry into rhesus macaque or African 
green monkey cells, where, paradoxically, the interaction... 

...a model in which CA recognition by the human TRIM5 alpha orthologue is 
precluded by CypA," noted scientists in the United States. 

"Consistent with the model, selection of a human cell... 

...tropic murine leukemia virus (N-MLV) rendered HIV-1 transduction of 
these cells independent of CypA," stated Elena Sokolskaja and 
colleagues at Columbia university. "Additionally, Hiv-l virus-like 
particles (VLPs) saturate N-MLV restriction activity, particularly when the 
CA-CypA interaction is disrupted, [in our study] the effects of 
CypA and TRIM5 alpha on HIV-1 restriction were examined directly." 

The researchers reported, " RNA interference... 
...but the magnitude of this antiviral activity was not altered by 
disruption of the CA-CypA interaction or by elimination of 
CypA protein. Conversely, the stimulatory effect of CypA on 
HIV-1 infectivity was completely independent of human TRIM5 alpha." 

"Together with previous reports, these data suggest that CypA 
protects HIV-1 from an unknown antiviral activity in human cells," the 
authors concluded. "Additionally... 



.with a common saturable target that is epi static to both TRIM5 alpha and 
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the putative CypA-regul ated restriction factor." 

Sokolskaja and associates published their study in the Journal of 
Virology (Cyclophilin A and TRIM5 alpha independently regulate human 
immunodeficiency virus type 1 infectivity in human cells... 

...10032, USA. jl45@columbia.edu. 

Keywords: New York, New York, united States, AIDS and HIV 
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Immunotherapy, Human Immunodef i ci ency Vi rus , Virology, Proteomics. 
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Israel Deaconess Medical Center, Division Experimental Med, Center 
Med, Harvard institute Med Bldg, Rm 343, 4 Blackfan Circle, Boston, 
MA 02115, USA. 

Study 2: Cyclophilin A and TRIM5 alpha independently regulate 
human immunodeficiency virus type 1 infectivity in human cells. 

"Cyclophilin A (CypA) , a cytoplasmic, human 
immunodeficiency virus type 1 (HIV-1) CA-binding protein, acts after virion 



...with human cells to increase HIV-1 infectivity. HIV-1 CA is similarly 
greeted by CypA soon after entry into rhesus macaque or African 
green monkey cells, where, paradoxically, the interaction... 

...a model in which CA recognition by the human TRIM5 alpha orthologue is 
precluded by CypA," noted scientists in the United States. 

"Consistent with the model, selection of a human cell... 

...tropic murine leukemia virus (N-MLV) rendered HIV-1 transduction of 
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these cells independent of CypA," stated Elena Sokolskaja and 
colleagues at Columbia university. "Additionally, mv-1 virus-like 
particles (VLPs) saturate N-MLV restriction activity, particularly when the 
CA-CypA interaction is disrupted, [in our study] the effects of 
CypA and TRIM5 alpha on HIV-1 restriction were examined directly." 
The researchers reported, "RNA interference... 

...but the magnitude of this antiviral activity was not altered by 
disruption of the CA-CypA interaction or by elimination of 
CypA protein. Conversely, the stimulatory effect of CypA on 
HIV-1 infectivity was completely independent of human TRIM5 alpha." 

"Together with previous reports, these data suggest that CypA 
protects HIV-1 from an unknown antiviral activity in human cells," the 
authors concluded. "Additionally... 

...with a common saturable target that is epistatic to both TRIM5 alpha and 
the putative CypA-regul ated restriction factor." 

Sokolskaia and associates published their study in the Journal of 
Virology (Cyclophilin A and TRIM5 alpha independently regulate human 
immunodeficiency virus type 1 infectivity in human cells... 

...AIDS, HIV Vpr Protein, Apoptosis, Bystander Cells, viral Pathogenesis. 

This article was prepared by AIDS vaccine week editors from 
staff and other reports. Copyright 2006, AIDS Vaccine Week via 
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restriction of HIV-1 infection, 
"we sequenced the TRIM5 gene (excluding exon 5) and the 4.8-kb 
5' putative regulatory region in genomic DNA from 110 HIV-l-i nfected 
subjects . . . 

...N, D3-100, Seattle, WA 98109, USA. 

Study 2: Study finds that the effect of CypA on HIV-1 
replicative ability is bimodal and both high and low CypA content 
limits HIV-1 replication. 

"HIV-1 Gag protein interaction with cyclophilin A (CypA) 
is critical for viral fitness. Among the amino acid substitutions 
identified in Gag noncleavage sites... 

...et al . , (2002) J. Biol. Chem. 277, 5952-5961) and H219P substitutions in 
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the viral CypA binding loop confer the greatest replication 

advantage to HIV-1. These substitutions represent polymorphic amino... 

...National Cancer Institute determined "the replication advantage 
conferred by these substitutions was far greater in CypA-rich MT-2 
and H9 cells than in Jurkat cells and peripheral blood mononuclear cells 
(PBM) , both of which contained less CypA. High intracellular 
CypA content in H9 and MT-2 cells, resulting in excessive 
CypA levels in virions, limited wild-type Hiv-l (Hiv-l WT ) 
replication and H219Q introduction into HIV-1 (HIV-1 H219Q ), reduced 
CypA incorporation of HIV-1, and potentiated viral replication." 

They continued, "H219Q introduction also restored the otherwise 
compromised replication of HIV-1 P222A in PBM, although the CypA 
content in HIV-1 H219Q/P222A was comparable with that in HIV-1 P222A , 
suggesting that H219Q affected the conformation of the CypA-binding 
motif, rendering HIV-1 replicative in a low CypA environment. 

"Structural modeling analyses revealed that although hydrogen bonds 
are lost with H219Q and H219P substitutions, no significant distortion of 
the CypA binding loop of Gag occurred. The loop conformation of 
HIV-1 P222A was found highly... 

. . .that of HIV-lWT." 

The researchers concluded, "The present data suggested that the effect 
of CypA on HIV-1 replicative ability is bimodal (both high and low 
CypA content limits HIV-1 replication), that the conformation of the 
CypA binding region of Gag is important for viral fitness, and that 
the function of CypA is to maintain the conformation." 

Gatanaga and colleagues published their study in the Journal of 
Biological Chemistry (Altered HIV-1 Gag protein interactions with 
cyclophilin A (CypA) on the acquisition of H219Q and H219P 
substitutions in the CypA binding loop. J Biol Chem, 
2006;281(2):1241-1250). 

Additional information can be obtained... 

...40, HIV-1 Nef, Gene Expression & Replication, Viral Pathogenesis. 
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viral replication in macaques following vaginal challenge with 
CCR5-tropic SHIV. 

macaques," scientists in Australia report. 

"Some protection from acute infection with a pathogenic vaginal SHIV 
challenge was, however, observed with a regimen involving 
intramuscular DNA vaccine priming followed by either intranasally or 
i ntrarectal ly delivered rFPV boosting," said Stephen J. Kent at the 
University of Melbourne and collaborators in Australia. "Interestingly, 
animals boosted with rFPV vaccine via either of these mucosal routes 
had poor circulating T cell responses prior to challenge with SHIV 
compared to those boosted via the intramuscular route. 

"Nevertheless, the mucosal ly-vacci nated animals... 

...cell responses following SHIV administration, with significant reduction 
in acute plasma viremia against this vaginal challenge," reported 
Kent and his colleagues. "Our data suggest strategies for effective priming 
of partial immunity... 

...systemic prime and mucosal boost vaccination strategies." 

Kent and his coauthors published their study in Vaccine 
Mucosal ly-admi ni stered human-simian immunodeficiency virus DNA and 
owl poxvi rus-based recombinant vaccines reduce acute phase viral 
replication in macaques following vaginal challenge with CCR5-tropic 
SHIV . vaccine, 2005 ;23(42) : 5009-5021) . 

For additional information, contact Stephen J. Kent, Department of 
Microbiology. . . 

...the determinant for TRIM5 alpha sensitivity to the structure in the 
capsid protein that recruits CypA into HIV-1 virions." 

"We also make an SIV, mutated at this site, which bypasses... 

...Study 3: Standardization of nonhuman primate models is necessary for 
assessing the efficacy of AIDS vaccine strategies prior to phase 3 
clinical trials. 

According to a review from Germany, "Since only... 

...the predictive value of these models, comparative efficacy studies in 
NHPs could facilitate ranking of vaccine candidates." 

"while various forms of protein vaccines failed to induce consistent 
protection, live-attenuated vaccines... 

...urgent necessity in order to exploit the full potential of nonhuman 
primate models in AIDS vaccine development." 

Uberla published the review in Medical Microbiology and immunology 
(Efficacy of AIDS vaccine strategies in nonhuman primates. Med 
Microbiol Immunol (Berl), 2005 ; 194(4) :201-206) . 

For more information, contact Klaus Uberla, Department of Molecular 
and Medical virology, Ruhr... 

...44780 Bochum, Germany, klaus.ueberla@ruhr-uni-bochum.de. 
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the determinant for TRIM5 alpha sensitivity to the structure in the 
capsid protein that recruits CypA into HIV-1 virions." 

"We also make an Siv, mutated at this site, which bypasses... 

...unmatched mononuclear cells would induce systemic alloimmune responses. 
Rectal or vaginal mucosal administration of 10 4 -10 7 unmatched 
mononuclear cells induced significant dose-dependent T-cell proliferation 
stimulated by the. . . 

...study of the T cell immunity induced by these vaccines prior to and 
following SHIV challenge utilizing intracellular cytokine staining." 

"Pigtail macaques vaccinated intramuscularly with DNA/recombi nant 
fowl pox virus exhibited a... 

...of Melbourne. "Overall, the magnitude and timing of the peak CD8 T cell 
responses following challenge was significantly associated with 
reductions in SHIV viremia following pathogenic challenge." 

"After pathogenic lentiviral challenge, virus-specific effector 
memory T cells derived from animals controlling SHIV infection recognized a 
broad. . . 

. . .Parkville, victoria 3010, Australia, skent@unimelb.edu.au. 
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vaccine Development, vaccine Efficacy, dna Vaccine, 
Immunology, Immunotherapy, Proteomics, Recombinant Technology, Human 
immunodeficiency vi rus , virology. 
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fold depending on the ambient pH. At pH 5.5, the dfc-14 and hfm- 
4 mutants had an abnormal hyphal morphology that is consistent with 
fragmentation of vacuoles and defects... 

...In contrast," they added, "the hyphal and vacuolar morphology of the 
dfc-14 and hfm-4 mutants was normal at pH 8.0, although CPY-EGFP 
accumulated in perivacuolar dot-like... 

...the target cells and its 5' flanking untranslated region. Biochem 
Biophys Res Commun, 2005 ; 330(4) : 1275-1284) . 

For more information, contact Jian-Gang Zhang, Diagnostic and 
Molecular Medicine Healthcare Group... 

...proteins: green fluorescent protein, ferredoxi n : NADP oxi doreductase , 
NADPH:thioredoxin reductase, thioredoxin f, fructose bi sphosphatase , and 
cyclophi Tin." 

"individual igGs were re-purified from the serum through specific 
interaction on small columns generated... 

...comes under the major subject areas of Proteomics, Affinity 
Chromatography, Polyclonal Antibodies, Immunology, Immunotherapy, and 
vaccine Development. 

This article was prepared by Life Science weekly editors from staff 
and other reports . . . 
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...TEXT: N-terminal region plays a critical role in HIV-1 inhibition by 
Toxoplasma gondii -derived cyclophilin-18. 

mimicry of chemokine ligands has been described for several 
pathogens. Toxoplasma gondii produces a protein, cyclophilin-18 
(C-18), which binds to the human immunodeficiency virus (HIV) co-receptor 
CCR5 and. . . 

...N-terminal region plays a critical role in HIV-1 inhibition by 
Toxoplasma gondii -derived cyclophilin-18. 3 Biol Chem, 
2005;280(33):29570-29577). 

For additional information, contact Hana Golding... 

. . .TEFb kinase activity is critical for the induction of methylation of 
hi stone H3 at lysine 4 and lysine 36 on Hiv-l genes." 

The authors concluded, "Flavopi ridol , a potent P-TEFb... 

...TEFb Kinase Inhibitor, Genomics & Genetics and Pharmaceutical & 
Drug Development. 

This article was prepared by AIDS vaccine week editors from 
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Med, 2005;201(12):2023-2033). 
For additional information, contact K. Lore, NIAID, Immunology 
Laboratory, Vaccine Research Center, NIH, Bldg 10, Bethesda, MD 
20892, USA. 
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Study 2: HIV-l-i nduced macrophage... 

...Dr., Bldg 30, Rm 332, MSC 4352, Bethesda, MD 20892, USA. 

Study 3: Target cell Cyclophilin A modulates Hiv-l infectivity. 

"The peptidyl-prolyl isomerase cyclophilin A (CypA) 
increases the kinetics by which human immunodeficiency virus type 1 (Hiv-l) 
spreads i n ti ssue . . . 

...was conclusively demonstrated by gene targeting in human CD4+ T cells, 
but the role of CypA in HIV-1 replication remains unknown. 

"Though CypA binds to mature HIV-1 capsid protein (CA) , it is 
also incorporated into nascent HIV... 

...interaction with the CA domain of the Gag polyprotein. These findings 
raised the possibility that CypA might act at multiple steps of the 
retroviral life cycle." 

"Disruption of the CA-CypA interaction, either by the 
competitive inhibitor cyclosporine (CsA) or by mutation of CA residue G89 
or P90, suggested that producer cell CypA was required for full 
virion infectivity. 

"However," wrote E. Sokolskaja and colleagues, "recent studies 
indicate that CypA within the target cell regulates HIV-1 
infectivity by modulating Refl- or Lvl-mediated restriction." 

"To examine the relative contribution to HIV-1 replication of producer 
cell CypA and target cell CypA," said the authors, "we 
exploited multiple tools that disrupt the HIV-1 CA-CypA 
i nteraction . " 

"These tools included the drugs CsA, Melle (4)-CsA, and 
Sanglifehrin; CA mutants exhibiting decreased affinity for CypA or 
altered CypA dependence; HeLa cells with CypA knockdown by 
RNA interference; and Jurkat T cells homozygous for a deletion of the gene 
encoding CypA." 

"Our results clearly demonstrate that target cell CypA, and not 
producer cell CypA, is important for HIV-1 CA-mediated function. 
Inhibition of HIV-1 infectivity resulting from virion production in the 
presence of CsA occurs independently of the CA-CypA interaction or 
even of CypA," concluded Sokolskaja. 

Sokolskaja and colleagues published their study in the Journal of 
Virology (Target cell Cyclophilin A modulates human immunodeficiency 
virus type 1 infectivity. J Virol, 2004 ; 78(23) : 12800-12808 .. . 

...information in this article comes under the major subject areas of 

hiv/aids, Genomics & Genetics, Cyclophilin A and HIV 

Pathogenesis. 
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... blood and mucosa," investigators said, "with Nef being the most 
highly targeted (mean of 2.4 spot-forming cells (SFC)/10 6 CD8+ T 
lymphocytes/ami no acid [SFC/CD8/aa] ) , followed... 

...derived from the N ten-ninus of HIV-1 PR inhibits Vif/PR binding; and ( 
4) this peptide inhibits the propagation of HIV-1 in restrictive 
cells." 

"Based on these data. . . 

...Hadassah Medical School, Department Pathology, POB 12000, IL-91120 
Jerusalem, Israel . 

Study 3: Target cell Cyclophilin A modulates HIV-1 infectivity. 

"The peptidyl-prolyl isomerase cyclophilin A (CypA) 
increases the kinetics by which human immunodeficiency virus type 1 (HIV-1) 
spreads in tissue. . . 

...was conclusively demonstrated by gene targeting in human CD4+ T cells, 
but the role of CypA in HIV-1 replication remains unknown. 

"Though CypA binds to mature HIV-1 capsid protein (CA) , it is 
also incorporated into nascent HIV... 

...interaction with the CA domain of the Gag polyprotein. These findings 
raised the possibility that CypA might act at multiple steps of the 
retroviral life cycle." 

"Disruption of the CA-CypA interaction, either by the 
competitive inhibitor cyclosporine (CsA) or by mutation of CA residue G89 
or P90, suggested that producer cell CypA was required for full 
virion infectivity. 

"However," wrote E. Sokolskaja and colleagues, "recent studies 
indicate that CypA within the target cell regulates Hiv-l 
infectivity by modulating Refl- or Lvl-mediated restriction." 

"To examine the relative contribution to HIV-1 replication of producer 
cell CypA and target cell CypA," said the authors, "we 
exploited multiple tools that disrupt the HIV-1 CA-CypA 
i nteraction . " 

"These tools included the drugs CsA, Melle (4)-CsA, and 
Sanglifehrin; CA mutants exhibiting decreased affinity for CypA or 
altered CypA dependence; HeLa cells with CypA knockdown by 
rna interference; and Jurkat T cells homozygous for a deletion of the gene 
encoding CypA." 

"Our results clearly demonstrate that target cell CypA, and not 
producer cell CypA, is important for HIV-1 CA-mediated function. 
Inhibition of HIV-1 infectivity resulting from virion production in the 
presence of CsA occurs independently of the CA-CypA interaction or 
even of CypA," concluded Sokolskaja. 

Sokolskaja and colleagues published their study in the Journal of 
virology (Target cell Cyclophilin A modulates human immunodeficiency 
virus type 1 infectivity. J Virol, 2004 ; 78(23) : 12800-12808 .. . 

...information in this article comes under the major subject areas of 
Hiv/AIDS, Genomics & Genetics, Cyclophilin A and Hiv 
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Target cell Cyclophilin A modulates Hiv-l infectivity 

text: Target cell Cyclophilin A modulates Hiv-l infectivity. 

"The peptidyl-prolyl isomerase cyclophilin A (CypA) 
increases the kinetics by which human immunodeficiency virus type 1 (Hiv-l) 
spreads i n ti ssue . . . 

...was conclusively demonstrated by gene targeting in human CD4+ T cells, 
but the role of CypA in HIV-1 replication remains unknown. 

"Though CypA binds to mature Hiv-l capsid protein (CA) , it is 
also incorporated into nascent HIV... 

...interaction with the CA domain of the Gag polyprotein. These findings 
raised the possibility that CypA might act at multiple steps of the 
retroviral life cycle." 

"Disruption of the CA-CypA interaction, either by the 
competitive inhibitor cyclosporine (CsA) or by mutation of CA residue G89 
or P90, suggested that producer cell CypA was required for full 
virion infectivity. 

"However," wrote E. Sokolskaja and colleagues, "recent studies 
indicate that CypA within the target cell regulates Hiv-l 
infectivity by modulating Refl- or Lvl-mediated restriction." 

"To examine the relative contribution to HIV-1 replication of producer 
cell CypA and target cell CypA," said the authors, "we 
exploited multiple tools that disrupt the Hiv-l CA-CypA 
i nteraction . " 

"These tools included the drugs CsA, Melle (4)-CsA, and 
Sangl i fehri n ; CA mutants exhibiting decreased affinity for CypA or 
altered CypA dependence; HeLa cells with CypA knockdown by 
rna interference; and Jurkat T cells homozygous for a deletion of the gene 
encoding CypA." 
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"Our results clearly demonstrate that target cell CypA, and not 
producer cell CypA, is important for HIV-1 CA-mediated function. 
Inhibition of HIV-1 infectivity resulting from virion production in the 
presence of CsA occurs independently of the CA-CypA interaction or 
even of CypA," concluded Sokolskaja. 

Sokolskaja and colleagues published their study in the Journal of 
Virology (Target cell Cyclophilin A modulates human immunodeficiency 
virus type 1 infectivity. J Virol, 2004 ; 78(23) : 12800-12808 .. . 

...information in this article comes under the major subject areas of 
hiv/aids, Genomics & Genetics, Cyclophilin A and HIV 
Pathogenesi s . 

This article was prepared by AIDS Vaccine week editors from 
staff and other reports. Copyright 2005, AIDS Vaccine Week via 
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Antisense U7 snRNAs and siRNAs targeting cyclophilin A inhibit HIV-1 
replication 

TEXT: Antisense U7 snRNAs and siRNAs targeting cyclophilin A 
inhibit HIV-1 replication. 

According to published research from Switzerland, "Human 
immunodeficiency virus 1 (HIV-1) multiplication depends on a cellular 
protein, cyclophilin A (CyPA) , that gets integrated into 
viral particles. Because CyPA is not required for cell viability, we 
attempted to block its synthesis in order to... 

"For this purpose, we used antisense U7 small nuclear RNAs (snRNAs) 
that disturb CyPA pre-mRNA splicing and short interfering RNAs 
(siRNAs) that target CyPA mRNA for degradation," wrote S.K. Liu and 
coworkers . 

"with dual-specificity U7 snRNAs targeting the 3' and 5' splice sites 
of CyPA exons 3 or 4," investigators reported, "we obtained 
an efficient skipping of these exons and a strong reduction of CyPA 
protein. Furthermore, short interfering RNAs targeting two segments of the 
CyPA coding region strongly reduced CyPA mRNA and protein 
levels." 

"Upon lentiviral vector-mediated transduction, prolonged antisense 
effects were obtained for... 
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...Nucleic Acids Research (inhibition of mv-1 multiplication by antisense 
U7 snRNAs and siRNAs targeting cyclophilin A. Nucleic Acids Res, 
2004;32(12) :3752-3759) . 

Additional information can be obtained by contacting D. Schumperli, 
University Bern, institute Cell Biology, Baltzerstr 4, CH-3012 Bern, 
Switzerland. 

The publisher of the journal Nucleic Acids Research can be contacted 



...subiect areas of hiv/aids, Genomics & Genetics, and Proteomics. 

This article was prepared by AIDS Vaccine week editors from 
staff and other reports. Copyright 2004, AIDS Vaccine Week via 
NewsRx.com & NewsRx.net. 
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New fusion protein comprising a stress protein, useful for inducing an immune 
response against an antigen of an influenza virus involving plasmid pET65MP/NP-B or 
plasmid pET65MP/NP-D vector-mediated gene expression, useful for vaccine production 

Author: MIZZEN L; ANTHONY L S D ; WU H B ; SIEGEL M 
Patent Assignee: STRESSGEN biotechnologies CORP 2007 

Patent Number: US 7157089 Patent Date: 20070102 wpi Accession No.: 2007-204591 ( 
200721 ) 

Priority Application Number: US 977787 Application Date: 19971125 
National Application Number: US 977787 Application Date: 19971125 
Language: English 

...plasmid pET65MP/NP-B or plasmid pET65MP/NP-D vector-mediated gene expression, 
useful for vaccine production 

Abstract: ...the KFBP is FKBP12, FKBP13 , FKBP2 5 , FKBP59, Fprl, or Nepl. The stress 
protein is a cyclophilin, where the cyclophilin is cyclophilin A, cyclophilin B, or 
cyclophilin C. The stress protein is an Hsp20-30, where the Hsp20-30 is a Tcpl . . . 
...to enhance the aqueous solubility of the PiAnonamer. Restimulated effector cells 
were then cultured for 4-5 hours with 5lCr-labelled target cells. Targets were cells 

of the PlA antigen-expressing maximal response seen in cells from mice 

immunized with 50-500 micrograms. MECHANISM OF ACTION - Vaccine. USE - The fusion 
protein, composition, vaccine, and method are useful for inducing an immune response 
against an antigen of an influenza... 
E.C. Numbers: 

Descriptors: . . . pET65MP/NP-B , plasmid pET65MP/NP-D , cytotoxic T-l ymphocyte , 
excipient, carrier, diluent, vehicle, appl . , vaccine immunostimul ant protein 
bacterium protein sequence virus orthomyxo virus enzyme EC-3.2.1.18 EC-5.3. 4.1 (26, 
15) 
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Transgenic non-human animal cell for treating e.g. disease caused by excess granzyme 
B activity, and for increasing immunity to viral infection, comprises disrupted 
serine protease inhibitor gene involving vector-mediated disrupted serine 
protease-inhibitor-6 protein serpine transgene transfer and expression in host cell 

Author: ASHTON-RICKARDT P G; ZHANG M 

Patent Assignee: UNIV CHICAGO 2006 

Patent Number: WO 200691773 Patent Date: 20060831 WPI Accession No.: 2006-595219 
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( 200661 ) 

Priority Application Number: US 656492 Application Date: 20050225 
National Application Number: WO 2006US6524 Application Date: 20060224 
Language: English 

Abstract: . . .CD8+) memory T cells, by inhibiting programmed cell death, comprising 
administering a vector expressing Spi6; (4) a method of identifying a candidate 

inhibitor of Spi 6/protei nase inhibitor 9 (Spi6/Pl9) activity B activity by 

inhibiting Granzyme B, comprising administering a composition that expresses Spi6; 
(9) a vaccine which decreases the number of boosters required to obtain memory cells 

comprising SPi6 or PI9 preferably 90%) identity to Spi6 protein having 

sequence of 374 amino acids (SEQ ID NO:4) given in the specification. The PI9 

comprises a sequence having greater than or equal to90 mouse mast cell protein 

(MMCP-1) -1 (P11034), MMCP-2 (P15119) , MMCP-3 (P21843) , MMCP-4 (P21812) , MMCP-5 

(P21844), MMCP-8 (P43430), MMCP-9 (035164), MMCP-10 (AAK51075) , or caspase 19, 

18, 17, 16, 15, 14, 13, 12, 11, 10, 9, 8, 7, 6, 5, 4, 3, or 2, fold, over the amount 
of the serpin expressed in the naive cells of an animal not having the transgene. 
The ratio of serpin to cyclophilin is at least 100, 75, 53, 50, 40, 31.6, 30, 29, 

28, 27, 26 19, 18, 17, 16, 15, 14, 13, 12, 11, 10, 9, 8, 7, 6, 5, 4, 3, or 2. 

The animal not expressing the transgene is a B6 mouse. The expression cells. 

The cell culture comprises a neutrophil or macrophage from a Spi6 transgenic mouse. 
The vaccine further comprises an adjuvant. Preferred Method: The animal was produced 

by introducing into a non inhibitor of Spi 6. ACTIVITY - Virucide; 

Antiinflammatory; Antibacterial. Higher doses of human neutrophil elastase (HNE) 
(2.4-5.9 U/kg) , were detrimental to the survival of B6 mice after infection with... 
E.C. Numbers: 
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New nucleic acid comprising Listeria monocytogenes hly 5' UTR or actA 5' UTR, a 
ribosome binding site (RBS) and a heterologous nucleic acid sequence, useful in 
inducing an immune response to a bacterial, fungal, parasitic or cancer antigen 
bacterium protein production and expression vector for use in vaccine and gene 
therapy 

Author: HIGGINS D E; SHEN A 

Patent Assignee: HIGGINS D E; SHEN a 2005 

Patent Number: US 20050147621 Patent Date: 20050707 WPI Accession No.: 2005-487940 
( 200549 ) 

Priority Application Number: US 961291 Application Date: 20041008 
National Application Number: US 961291 Application Date: 20041008 
Language: English 

...bacterial, fungal, parasitic or cancer antigen bacterium protein production and 
expression vector for use in vaccine and gene therapy 

Abstract: ...a bacterium comprising a nucleic acid comprising the same components as 
the vector of (2); (4) a vaccine comprising the bacterium; (5) a vaccine comprising 
the isolated nucleic acid (I) ; (6) introducing an antigen into a eukaryotic cell 

comprising 707 alanine proline (707-AP) ; alpha ((x)-fetoprotei n (AFP); 

adenocarcinoma antigen recognized by T cells 4 (ART-4) ; B antigen (BAGE) ; 
beta-cateni n/mutated(b-cateni n/m) ; breakpoint cluster region-Abel son (Bcr-abl . . . 
...CAP-1); caspase-8 (CASP-8) ; eel 1 -di vi sion cycle 27 mutated (CDC27m) ; 
cycl i n-dependent kinase 4 mutated CDK4/m) ; carci noembryoni c antigen (CEA) ; 
cancer/testi s (CT) antigen; cyclophilin B (Cyp-B) ; differentiation antigen melanoma 

(DAM-6, also known as MAGEB2 , and DAM-10 lactis bacteri urn .ACTIVITY - 

Antiviral; Antibacterial; Fungicide; Antiparasitic; Cytostatic. No biological data 
given. MECHANISM OF ACTION - Vaccine; Gene therapy. USE - The nucleic acid and the 
bacterium containing the nucleic acid are useful... 
E.C. Numbers: 

Descriptors: ...bacterium replication origin, appl . virus, bacterium, fungus, 
parasite infection, cancer therapy, RNA inhibition, nucleic acid vaccine, gene 
therapy bacterium virucide fungicide cytostatic (24, 34) 
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Novel isolated fusion protein useful for treating hepatitis B virus infection in a 
subject, comprises a stress protein or its portion, and a hepatitis B virus core 
antigen retro virus-mediated heat shock protein fusion protein gene transfer and 
expression in host cell for use in disease gene therapy and recombinant vaccine 

Author: MIZZEN L; LIU H; SIEGEL M 

Patent Assignee: STRESSGEN BIOTECHNOLOGIES CORP 2002 

Patent Number: WO 200262959 Patent Date: 20020815 WPI Accession No.: 2002-706903 
( 200276 ) 

Priority Application Number: US 266733 Application Date: 20010205 
National Application Number: WO 2002US3460 Application Date: 20020205 
Language: English 

...gene transfer and expression in host cell for use in disease gene therapy and 
recombinant vaccine 

Abstract: ...nucleic acid (III) comprising a sequence that encodes (I); (3) 
expression vector (IV) comprising (III); (4) retroviral vector (V) comprising (III); 

(5) cell (VI) comprising (IV); and (6) production of (I protein is selected 

from HsplO, Hsp40, Hsp60, Hsp70, Hsp90, Hspl00-200, HsplOO, Lon , TF55, FKBPs, 
cyclophilin, Hsp20-30, ClpP, GrpE, ubiquitin, calnexin, protein disulfide isomerase 

or small molecular weight family of the specification. ACTIVITY - Virucide; 

immunostimulant; Hepatotropi c ; Antiinflammatory. No biological data is given. 
mechanism OF action - Vaccine; Gene therapy. USE - (I), (II) , (iv) or (v) are useful 
for inducing or enhancing an... 
E.C. Numbers: 

Descriptors: ...40, Hsp-60, Hsp-70, Hsp-90, Hsp-100-200, Hsp-100, Lon, TF55, FKBPs, 
cyclophilin, Hsp-20-30, ClpP, GrpE, ubiquitin, calnexin, protein disulfide 

isomerase, Mycobacterium tuberculosis, Mycobacterium bovis BCG gene transfer, 

expression in host cell, appl . hepatitis B virus infection, cirrhosis gene therapy, 
recombinant vaccine hepadna virus bacterium DNA sequence protein sequence (22, 07) 
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Inducing or sustaining immunological cytotoxic T lymphocyte response in a mammal, 
useful for treating a mammal with malignant tumor or infectious disease, by directly 
administering an antigen to the lymphatic system of the mammal pal smi d-medi ateed 
gene transfer and expression in mouse lymphoid tissue for cancer and disease 
infection nucleic acid vaccine and gene therapy 

Author: KUNDIG T M; SIMARD 3 3 L 

Patent Assignee: CTL IMMUNOTHERAPIES CORP 2002 

Patent Number: WO 200262368 Patent Date: 20020815 WPI Accession No.: 2002-657506 
( 200270 ) 

Priority Application Number: US 776232 Application Date: 20010202 
National Application Number: WO 2002US2033 Application Date: 20020122 
Language: English 

...gene transfer and expression in mouse lymphoid tissue for cancer and disease 
infection nucleic acid vaccine and gene therapy 

Abstract: ...MG7-Ag, MOV18, NB/70K, NY-CO-1, RCASl, SDCCAG16, TA-90 (mac-2 binding 
protei ncyclophi 1 i n C-associated protein), TAAL6, TAG72 , TLP or TPS. The vector 

comprises an antigen-encoding nucleic 0.5 mM ethylene diamine tetraacetate 

(EDTA) , and a citrate-phosphate buffer of pH 7.4-7.8, comprising about 3-50 mM 

citrate and about 90-200 mM phosphate. An 1% benzyl alcohol, 0.5 mM EDTA, and 

a citrate-phosphate buffer of pH 7. 4-7.8 comprising 50 mM citrate and 100 mM 

phosphate, activity - Cytotoxic; Antibacterial; virucide; Protozoacide that 
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mice immunized with 200 microg intramuscularly showed only weak anamnestic CTL 
responses following LCMV challenge. Those immunized via the intrasplenic route 
showed strong anamnestic CTL response when only 2 microg... 
E.C. Numbers: 

Descriptors: . ..MG7-Ag, MOV18, NB-70K, NY-CO-1, RCASl, SDCCAG16 , TA-90, mac-2 
binding protei ncyclophi 1 i n C-associated protein, TAAL6, TAG72 , TLP, TPS antigen gene 

transfer, expression in mouse lymphoid tissue human malignant tumor, 

carcinoma, melanoma, leukemia, lymphoma, hepatitis, AIDS, malaria, measles, 
tuberculosis infection nucleic acid vaccine, gene therapy mammal animal cancer DNA 
sequence protein sequence (22, 05) 
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Novel G protein-coupled receptor, HGPRBMY5 polypeptide, useful for treatment of 
AIDS, allergies, asthma, atherosclerosis, ulcerative colitis, atopic dermatitis, 
diabetes mellitus, glomerulonephritis, osteoarthritis vector-mediated recombinant 
protein gene transfer and expression in host cell for disease or disorder 
prevention, diagnosis and gene therapy 

Author: feder j n; mintier g; ramanathan c S; hawken d r 
Patent Assignee: BRISTOL-MYERS SQUIBB CO 2002 

Patent Number: WO 200226824 Patent Date: 20020404 WPI Accession No.: 2002-435196 
( 200246 ) 

Priority Application Number: US 310436 Application Date: 20010803 
National Application Number: WO 2001US30365 Application Date: 20010926 
Language: English 

Abstract: ...polynucleotide which represents the complementary sequence of S3 or S4, 
a polynucleotide corresponding to nucleotides 4-2211 or 1-2211 of S3, a 
polynucleotide corresponding to nucleotides 4-2139 or 1-2139 of S4, or a 

polynucleotide capable of hybridizing under stringent conditions 2) a 

recombinant vector (III) comprising (n) ; (3) making a recombinant host cell 
comprising (II); (4) a recombinant host cell (IV) produced by the above said method; 

(5) an isolated antibody compositions comprising (I) ; (3) detecting a 

polynucleotide that encodes HGPRBMY5 polypeptide in a biological sample; (4) 
compositions for diagnosing brain-, ovarian-, thymus-, and lung-related disorders 

and response to HGPRBMY5 therapy polypeptides that intervene between each of 

the predicted HGPRBMY5 transmembrane domain; and (10) immunological or vaccine 
formulation comprising (I) or (II). BIOTECHNOLOGY - Preparation: (I) is produced by 

culturing (IV) under conditions Antihelminthic; Nootropic; Neuroprotective; 

Antidepressant; Anticonvulsant; Antiparkinsonian; Neuroleptic; Anti-Hiv. mechanism 
OF ACTION - Modulator of (I); vaccine; gene therapy. No supporting data given. USE - 
(I) or (II) is useful for preventing, treati ng . . . each assay was determined by 
performing a parallel experiment unit a primer pair for the cyclophilin gene, which 
was expressed in equal amounts in all tissues. The cyclophilin primer pair detected 
small variations in the amount of cDNA in each sample, and the... 
E.C. Numbers: 

Descriptors: ...chorea, multiple sclerosis, Parkinson disease, schizophrenia, 
Tourette disorder, neoplastic disorder prevention, diagnosis, gene therapy, 
recombinant vaccine DNA library DNA amplification tumor leuko virus retro virus 
lenti virus 4pl6.3 chromosome-4 DNA sequence protein sequence (21, 45) 
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Novel human G-protein coupled receptor BMY7 (HGPRBMY7) polypeptide, useful for 
modulators of HGPRBMY7 activity that are useful for treating leukemia, 
cholecystitis, Grave's disease, epilepsy, dementia, depression vector-mediated 
recombinant protein gene transfer and expression in host cell for disease or 
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disorder diagnosis, prognosis and gene therapy 

Author: BATTAGLINO P; FEDER J N; MINTIER G; RAMANATHAN C S; WESTPHAL R; HAWKEN D R; 

CACACE A; BARBER L; KORNACKER M G 

Patent Assignee: BRISTOL-MYERS SQUIBB CO 2002 

Patent Number: WO 200226823 Patent Date: 20020404 WPI Accession No.: 2002-435195 
( 200246 ) 

Priority Application Number: US 315423 Application Date: 20010828 
National Application Number: WO 2001US30351 Application Date: 20010926 
Language: English 

Abstract: ...a polynucleotide which represents the complementary sequence of (Si); 

(vii) a polynucleotide corresponding to nucleotides 4-1218 or 1-1218 of (Si); or 

(viii) a polynucleotide capable of hybridizing under stringent 2) a 

recombinant vector (III) comprising (II); (3) making a recombinant host cell 
comprising (II); (4) a recombinant host cell (IV) produced using the above method; 

(5) an isolated antibody (V for diagnosing spinal cord- and brain-related 

disorders and response to HGPRBMY7 therapy in humans; (4) diagnostic probes for 
diseases and a patient's response to therapy; (5) diagnostic kits for... 
...sequences that intervene between each of the predicted HGPRBMY7 transmembrane 
domains; and (10) immunological or vaccine formulation comprising (I) or (II). 
BIOTECHNOLOGY - Preparation: (I) is prepared by culturing (VI) under 
conditions .. .each assay was determined by performing a parallel experiment using a 
primer pair for the cyclophilin gene, which was expressed in equal amounts in all 
tissues. The cyclophilin primer pair detected small variations in the amount of cDNA 
in each sample, and these... 

E.C. Numbers: 
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Polypeptide of ion channel family polypeptides, designated vanilrep4, useful as a 
vaccine for inducing immune response against diseases such as neuropathies, algesia, 
nerve injury, ischemia, stroke, incontinence, diabetes, obesity vector-mediated 
recombinant protein gene transfer and expression in host cell, antibody, antagonist, 
agonist, cDNA library and high throughput screening for disease and disorder 
vaccine, diagnosis andtherapy 

Author: SMITH G; HAYES P D; SMART D; DAVIS 3 B; KELSELL R E 
Patent Assignee: SMITHKLINE BEECHAM PLC 2002 

Patent Number: EP 1170365 Patent Date: 20020109 WPI Accession No.: 2002-156636 ( 
200221 ) 

Priority Application Number: EP 2000202352 Application Date: 20000704 
National Application Number: EP 2000202352 Application Date: 20000704 
Language: English 

Polypeptide of ion channel family polypeptides, designated vanilrep4, useful as a 
vaccine for inducing immune response against diseases such as neuropathies, algesia, 

nerve injury, ischemia, stroke, incontinence host cell, antibody, antagonist, 

agonist, cDNA library and high throughput screening for disease and disorder 
vaccine, diagnosis andtherapy 

Abstract: ...host cell; (3) a recombinant host cell (IV) comprising (III) or their 
membrane expressing (I); (4) preparation of (I) by culturing (IV); (5) an antibody 

(Ab) immunospecific for (I) ; and (6 activity - Analgesic; cerebroprotecti ve ; 

antiinflammatory; antidiabetic; anorectic; vasotropic; uropathic. No biological data 
given. MECHANISM OF ACTION - Vaccine; agonist and/or antagonist of (I). No 
biological data given. USE - (I) and (II) are. .. reaction (PCR) and human cDNAs 
prepared from various brain areas and peripheral tissues utilizing VR- 4 labeled 
probe: 5 ' -ATGAGGACCAGACCAACTGCA , VR-4 forward primer: 5 ' -GGAGGAAGGTGCTGAAGGTCTC , 
VR-4 reverse primer: 5 1 -CACTTACCCCTCGTGCCGTGACAG . Signals obtained by Taqman PCR 
were normalized to the housekeeping gene cyclophilin to correct for differences in 
RNA integrity and quantity. Expression of VR-4 was highest into kidney and generally 
higher in many peripheral tissues (e.g. liver, pancreas, placenta and prostate) than 
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in central nervous system (CNS) . Highest levels of VR-4 in CNS were observed in 
corpus callosum, hippocampus, spinal cord and pituitary gland. (29 pages) 
E.C. Numbers: 

Descriptors: ...neuralgia, algesia, nerve injury, neurodegeneration , ischemia, 
irritable bowel syndrome, stroke, inflammatory disorder, incontinence, diabetes, 
obesity vaccine, diagnosis, high throughput screening mammal tumor cancer DNA 
library hybridization DNA amplification analysis immunoassay DNA ... 
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A phytoestrogen-rich diet increases energy expenditure and decreases adiposity in 

mice. (Research)(Clinical report) 

Cederroth, Christopher R. ; Vinciguerra, Manlio; Kuhne, Francoise; Madani , Rime; 
Doerge, Daniel R. ; visser, Theo 3.; Foti , Michelangelo; Rohner-Jeanrenaud , 
Francoise; Vassalli, Jean-Dominique; Nef Serge 
Environmental Health Perspectives , 115 , 10 , 1467(7) 



Document Type: Clinical report Publication Format: Magazine/Journal 
ISSN: 0091-6765 
Language: English 

Record Type: Full text Target Audience: Academic 
Word Count: 6013 Line Count: 00496 



...rod, the mice were tested with the rod slowly accelerating at a constant 
pace from 4 to 40 rpm. The rotation speed was increased every 30 sec 
by 4 rpm, with a maximum test duration of 5 min. Mice were scored on 
tnei r latency. . . 

...each sample, and this quantity was normalized to the average of four 
endogenous control genes (cyclophilin B, (alpha) 2-tubulin, 
(beta)-tubul i n , or (beta)-acti n) as described by Vandesompele et al . . . 

...weights were similar at weaning, a significant difference developed 
progressively in adults so that at 4 months of age, male HP mice 
weighed 7.6% less than LP mice (Figure IB... 

...phytoestrogens. Overall fat content was markedly lower in male HP mice 
(a 31% reduction at 4 months of age; Figure 1C) , as determined by 
DEXAscan (Figure IE) . Interestingly, in females, reduction... 

...At 20(degrees)C, HP and LP mice had similar body temperature (Figure 
3C) . To challenge the thermogenic capacity of these animals, we 
exposed them to cold at 4(degrees)C for a period of 4 hr. in 
the fed state, HP mice withstood the cold as well as the LP... 

...0.05; data not shown) and down-regulating the lipogenic gene acetyl-CoA 
carboxylase-1 (4.2-fold decrease; n = 8-9/group; p < 0.05; data 
not shown), two important... 

. . . i sof 1 avone intake is associated with cardiovascular disease risk factors 
in postmenopausal women. J Nutr 131(4) : 1202-1206. 

Heine PA, Taylor JA, Iwamoto GA, Lubahn DB, Cooke PS. 2000. Increased 
adipose. . .Handa RJ , Lund TD. 2004b. Behavioral effects of 
endocrine-disrupting substances: phytoestrogens. ILAR J 45(4 
): 443-454. 

Liang YQ, Akishita M, Kim S, Ako J, Hashimoto M, Iijima K, et... 
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. . .Vinciguerra, (2) Francoise Kuhne, (1) Rime Madani , (1) Daniel R. Doerge, 
(3) Theo J. visser, (4) Michelangelo Foti , (2) Francoise 
Rohner-Jeanrenaud , (2), (5) Jean-Dominique Vassalli, (1) and Serge Nef . . . 

...Medicine, University of Geneva, Geneva, Switzerland; (3) National Center 
for Toxicological Research, Jefferson, Arkansas, USA; (4) Department 
of internal Medicine, Erasmus Medical Center, Rotterdam, the Netherlands; 
(5) Department of Internal Medicine... 

...and Development, Faculty of Medicine, university of Geneva, rue Michel 
Servet 1, CH-1211 Geneva 4, Switzerland. Telephone: 41 22 379 5193. 
Fax: 41 22 379 5260. E-mail: Serge. Nef... 
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Expression of xenobiotic metabolizing enzymes in different lung compartments of 
smokers and nonsmokers . (Research) 

Thum, Thomas; Erpenbeck, veit J.; Moeller, Julia; Hohlfeld, Jens M.; Krug, Norbert; 
Borlak, Jurgen 

Environmental Health Perspectives , 114 , 11 , 1655(7) 

Nov , 

2006 
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...for females, pregnancy was excluded before study participation. None of 
the subjects suffered acute bronchitis 4 weeks before bronchoscopy. 
Nonsmokers could not have smoked a cigarette for at least 5 years... 

...calculated as the ratio of the gene of interest (numerator) versus an 
established housekeeping gene (cyctophilin A, denumerator) . we 
observed no significant differences in the gene expression results when 
experiments were . . . 

. . .Sigma-Aldrich Chemie GmbH) were added, and cells were incubated at 
37(degrees)C for 4 hr and centrifuged for 5 min (1,200 x g, 4 
(degrees)C). The resulting supernatant was snap-frozen in liquid nitrogen 
and stored at -80. . . 

...al. (1987). Samples (250 (micro)L) were treated with 250 (micro)L 
ammonium acetate (pH 4.5), and aliquots were treated with 100 U/mL 
(beta)-glucuronidase (Sigma-Aldrich Chemie GmbH... 

...CYPlAl gene expression (willey et al . 1997). 

CYP2A enzymes metabolize a variety of carcinogens including 4 
-(methylnitrosamino)-l-(3-pyridyl)-l-butanone (NNK) , which can lead to the 
development of 1 ung ... derived CD4+, CD8+, and (gamma) (del ta) T cells in 
people with asthma after segmental allergen challenge. Am J Respi r 
Cell Mol Biol 25:125-131. 

London SJ , Idle JR, Daly AK. . . 
...Smith GBJ, Bend JR, Bedard LL, Reid KR, Petsikas D, Massey T. 2003. 
Biotransformation of 4- (methyl ni trosamino)-l-(3-pyridyl)-l-butanone 
(NNK) in peripheral human lung microsomes. Drug Metab Dispos... 
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...6.7) 2 (1-3) 

Smokers (8) 8.1 
(1-8)** 0.5 (0.1- 



Median (range) 
Smokers (n = 8) 



13.5 
0 
0 

20.4 
2.3 

0 
0 
0 
0 

0 (0-20.4) 
194.8 
175.8 
400.0 
241.4 
156.8 
310.0 
369.0. . . 



0.1 (0.1-0.2) 
(4.9-21.2)** 4 
1.4)** 



87 
137 
157 
88 
93 
136 



Lymphocytes 
Percent No 
of cells (x 



(10. sup. 6)) 



0 (0-1) 0 (0-0.1) 

4.5 (3-5) 0.4 (0.2-1.2) 



Subjects (n) 

.0.3 (0.1-0.8) 
Smokers (8) 
0 (0-0.3) 

**p < 0.01 compared with nonsmokers. 
Table 3. Oligonucleotide primers and... 
.021130 Cyclophilin CTTGCCATTCCTGGACCCAA 

Accession no. Reverse primer (5'-3') 



Eosi nophi 1 
Percent 
of eel Is.. 



0 CO- 



Product 
length (bp) 



CYPs 
D01150 



GATGGGTTGACCCATAGCTT 
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...comparison of SPT/specific igE results with the outcome of double-blind, 

placebo-controlled food challenge (DBPCFC) , which is currently the 

"gold standard" for determining food allergy. Approximately 50% of positive 



...an allergic reaction in previously sensitized individuals. Recently, the 
results of 10 independently conducted clinical challenge studies 
have been reported (Taylor et al . 2002). In these 10 well-defined clinical 
studies ... 

...involving a skewed response toward the production of IgE antibodies and 
Th2 cytokines (interleukin (lL)-4, IL-5, IL-6, IL-10, and IL-13) . 
Models for safety assessment should show... 

...the subjects also have clear clinical histories consistent with the 
specific allergy and if controlled challenge tests are positive. 
However, allergic responses after occupational exposure, which is ...made 
to identify appropriate individuals to provide serum. In addition, the use 
of postmarket surveillance challenge testing (e.g., DBPCFC) could be 
a valuable and safe part of the evaluation process... 

...group agreed that the use of postmarket surveillance skin testing (for 
detection of sensitization) and challenge testing (e.g., DBPCFC for 
establishing reactivity) presents minimal safety concerns if done properly, 
and . . . 

...the evidence that there are thresholds for sensitization and/or allergic 
reactions? Data from food-challenge studies in humans were provided 
for a number of the known allergenic foods (e.g... 

...The current tools available to develop dose-response information include 
animal models and human food-challenge studies (Table 1). For both 
technical and ethical reasons, it would be very difficult to conduct human 
food-challenge or sensitization studies with novel proteins. 
Therefore, it was the opinion of the group that... 

. . .dried whole egg. 

(a) Data from Metcalfe et al . 1996. (b) Dose levels were 1, 4 
, or 16 g 

shrimp equivalents. NOEL was 4 
g shrimp equivalents/207 g ice cream. 

No effects were elicited in this cohort with... 

. . . Bernhi sel -Broadbent 3, Scanlon SM, Sampson HA. 1992. Fish 
hypersensitivity. I. In vitro and oral challenge results in 
fish-allergic patients. 3 Allergy Clin Immunol 89:730-737. 

Bernhi sel -Broadbent J...FM, Zeiger RS, Lehrer S, Sachs M, et al . 
1988. Double-blind, placebo-controlled food challenge (DBPCFC) as an 
office procedure: a manual. 3 Allergy Clin Immunol 82:986-997. 

Burks . . . 

...Jeanniton E, Hefle SL, Taylor, SL. 2001 Threshold dose for egg allergy 
determined by oral challenge (Abstract). 3 Allergy Clin Immunol 
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107:760. 

Daul CB, Morgan JE, Hughes J, Lehrer SB. 1988. Provocation- 
challenge studies in shrimp-sensitive individuals. J Allergy Clin 
Immunol 81:1180-1186. 

Denepoux S, Ei benstei ner . . . 

. ..Pediatr Allergy Immunol 10:27-32. 

Fuiita C, Moriyama T, Ogawa T. 2001. Identification of 
cyclophilin as an IgE-binding protein from carrots. Int Arch Allergy 
Immunol 125:44-50. 

Hansen . . . 

...1999. Fish allergy: is cross-reactivity among fish species relevant? 
Double-blind placebo-controlled food challenge studies of fish 
allergic adults. Ann Allergy Asthma Immunol 83:517-523. 
Hillebrand JA, Thorne... 

...allergy to very low doses of peanut protein: a randomized, double-blind, 
placebo-controlled food challenge study. 3 Allergy Clin Immunol 
100:596-600. 

Jones SM, Magnolfi CF, Cooke SK, Sampson... 

...specificities. Approved Guideline, NCCLS document l/LA20-Avol . 17, No. 
24 (ISBN 1-56238-343-4). Wayne, PA:NCCLS. 

Roberts G, Golder N, Lack G. 2002. Bronchial challenges with 
aerosolized food. . . 

...3, et al . 1999. Blocking antibodies induced by specific allergy 
vaccination prevent activation of CD(4.sup.+) T cells by inhibiting 
serum-lgE-facilitated allergen presentation. 3 Immunol 163:2944-2952... 



. . . 50D . 

Dori R. Germolec, (1) Ian Kimber, (2) Lynn Goldman, (3) and Mary Jane 
Sel grade (4) 

(1) Laboratory of Molecular Toxicology, National Institute of 
Environmental Health Sciences, Research Triangle Park, North... 

...Cheshire, United Kingdom; (3) Johns Hopkins University Bloomberg School 
of Public Health, Baltimore, Maryland, USA; (4) National Health and 
Environmental Effects Research Laboratory, Office of Research and 
Development, U.S. Environmental... 
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...of the root of Panax ginseng Meyer (3 g) , the root of Angelica acutiloba 

Kitagawa (4 g) , the root of Renmannia glutinosa Liboschitz var. 

purpurea Makino (4 g) , the rhizome of Atraclylodes iaponica Koizumi 

ex Kitamura (4 g) , the scierotium of Poria cocos Wolf (4 g) , 

the bark of the tank of Cinnamomum cassia Blume (2.5 g) , the root... 

...cm), and phenolic glycoside fraction and saponin fraction were obtained 

by eluting with EtOAc-MeOH (4:1) (1.5 1) and MeOH (2 1), 

respectively. 

Preparation of onjisaponins 

Onjisaponins were purified... 

. . . GGCAAGTCAGCCTCT 

TCTTGTTAGCCTTCC-3 1 
ChAT (sense) 5 ' -GGAGCCACCTGAGAT 

GTTCATGGAT-3 ' 
ChAT (anti sense) 5 1 -CACAGACGAGGCTCT 

TTGGCAGCT-3 1 
cyclophilin (sense) 5 ' -GGTCAACCCCACCGT 

GTCTTCGA-3 1 

cyclophilin (anti sense) 5 ' -AACGGTTAGGTCGGT 

AAGTCAGAAC-3 1 

Statistics 

Statistical significance of difference of means was performed ANO. . . 

...50 (micro)g/ml) for 24 h at 37 (degrees)C. As shown in Fig. 4, 

the induced NGF secretion was observed in nyt, p tenuifolia extract (Pt) or 

P. ginseng. . . 

...herbs of nyt, p. ginseng extract also induced NGF secretion from the 
cultured astrocytes (Fig. 4). It has been reported that P. ginseng 
extract increases the survival rate of nerve cells... 

...Rb.sub.l) and (Rg.sub.l) have neurotrophic and neuroprotective actions 
against 1-methyl -4-phenyl -1, 2 , 3 , 6-tetrahydropyri di ne (MPTP)- or 
(beta)-amyloid-induced neuronal cell death. (Rudakewi ch . . . 

...therapeutic effects for the treatment of AD patients. 
(FIGURE 2 OMITTED) 
(FIGURE 3 OMITTED) 
(FIGURE 4 OMITTED) 
(FIGURE 6 OMITTED) 
(FIGURE 7 OMITTED) 
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Author Abstract: ...synthesis enzymes, and one i ntei n-contai ni ng gene. The size and 
complexity of the Mimivi rus genome challenge the established frontier between 
viruses and parasitic cellular organisms. This new sequence data might help... 

Text: 



...been observed in the amino acid compositions of other DNA viruses rich 
in A+T (4). For any given amino acid, the relative usage of 
synonymous codons is also biased by... 

...in isolated dsDNA viruses species such as bacteriophage T4 (8) and BxZl 
(9), herpes virus 4 (10), and chlorella viruses (11). The chlorella 
viruses are also the first ones found to... 

...NCLDVs. Finally, the Mimivirus genome encodes a putative pepti dyl -prolyl 
cis-trans isomerase of the Cyclophilin family (ORF L605) . This type 
of enzyme, seen here in a virus for the first... 

...encodes (L136) a homoloq to perosamine synthetase. Such an enzyme 
catalyzes the conversion of GDP-4-keto-6-deoxymannose to 4 
-N(H.sub.2)-4,6-dideoxymannose (perosamine), which is found in the 
O-antigen moiety of the 1 i popolysaccharide of... 

...never yet reported in a virus, Mimivirus includes a NDK (Enzyme 
Classification (EC): 2.7.4.6) (ORF R418) . NDK catalyzes the 
synthesis of nucleoside triphosphates (NTPs) other than ATP. This... 

. . .Nanoarchaeum equitans (490 kb) , Mycoplusma geni tali urn (580 kb) , and 
Encephalitozoon cuniculi (2.498 kb) (Fig. 4). Despite its comparable 
genome size, Mimivirus exhibits fewer identified COGs . However, there was 
no specific. . . 

...Virion resistance to adverse conditions. Mimivirus particles remained 
infectious during 1 year when kept at 4(degrees)C, 25(degrees)C, and 
32(degrees)C in Page's amoeba saline (PAS... due to its unprecedented size. 
The numerous new genes related to the protein-translation apparatus 
challenge the established vision of viruses. Using these first viral 
representatives of universally conserved gene families... 

. . .family) 
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W A32 virion packaging ATPase 
w A18 helicase 

Capsid protein D13L (4 paralogs) 
Thiol oxidoreductase (e.g., ElOR) 
W D6R helicase, + lparalog 
S/T... 



. . .Metabol i sm 



domai n 



R689 



N-acetyl gl ucosami ne-1- 
phosphate, uridyl- 
transferase 



Polysaccharide 
synthesi s 



L136 Si 
ExoPolysaccharide 



Sugar transaminase, dTDP-4 



biosynthesi s 
dTDP-4 



ami no-4 , 6-di deoxygl ucose 



synthesi s 



L780 

-dehydrorhamnose 



reductase 
Mannose-6P isomerase 
Procollagen-lysine, 2- 



ExoPolysaccharide 



synthesi s 
Glycosylation 
Glycosylation , capsid 




...3.) N. Nandhagopal et al . , Proc. Natl. Acad. Sci . U.S.A. 99, 14758 
(2002). 

(4.) C. L. Afonso et al . , 3. Virol, 73, 533 (1999). 

(5.) L. H. Iyer, L. . . 

...V. Koonin, J. Vi rol . 75, 11720 (2001). 

(6.) R. L. Tatusov et al . , BMC Bioinformat 4, 41 (2003). 

(7.) S. F. Altschul et al . , Nucleic Acids Res. 25, 3389 (1997). 
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...are only 41 nucleotide changes between VR2332 and its cell 
culture — passaged descendent Resp-PRRS vaccine strain, yet the 
Resp-PRRS vaccine strain has greatly reduced virulence in swine 
(Yuan, Mickelson, Murtaugh, and Faaberg 2001). 



...genes, spotted cdna microarrays were created to explore gene expression 
in PRRSV-i nfected PAMs at 4 and 24 hours postinfection. The arrays 
contained 139 ESTs (mostly identified through ddrt-pcr) spotted... 



In our . . . 
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...by one of three PRRSV strains of interest: VR2332, Neuro-PRRSV, or the 
Resp-PRRS vaccine strain. In addition, a common reference sample was 
created by "mock infecting" a set of... 

...cDNA arrays is very similar (we give a detailed example of the latter in 
Sec. 4). We use (x.sub.i) to denote the log (base 2)-transformed 
intensity for gene. . . 

...each of the 2 samples there are 50 genes very differentially expressed 

(C(mu).sub.l) = (4, 1) and ((mu).sub.2) = (0, -4)) and 50 

genes moderately differentially expressed (((mu) . sub . 3) = (2, 1) and 

((mu).sub.4) = (0, -2)), in addition to 1,000 genes with no 

difference in expression level (((mu... 

...span, and whereas recommendations have been given (e.g., Yang et al . 
(2002) "typically" used .4, whereas Dudoit et at. (2002) suggested 
values between .2 and .4), clearly the choice should depend on the 
number of genes in some complicated experiment-specific... 

...such as patient age. 

3. Reference sample structures, such as in the application in Section 

4 . 

Our parametric modeling of the intensities is similar in spirit to 
the parametric modeling of... 

...the data to indicate whether one of these control genes really is not a 
control . 

4. APPLICATION TO CDNA ARRAYS WITH A COMMON REFERENCE SAMPLE 

To illustrate the general model, we. . .sub.2i)) , 
((sigma) .sub. 2i. sup. 2)), 
and 

(y.sub.2ij) (approximately) N(((phi) .sub. 4) + ((eta) . sub . i ) , 
((tau) .sub. 2i. sup. 2)), 
where 

(MATHEMATICAL EXPRESSION NOT REPRODUCIBLE IN ASCII... 

...and this is not possible within the context of the analysis proposed by 
these authors. 

4.1 Reference Sample Normalization 

The usual application of global and control gene normalization is 
slightly. . . 

...so that ((phi) .sub. 1) = ((phi ) . sub . 2) + (alpha) and ((phi ) . sub . 3) = 
((phi) .sub. 4) + (alpha), then we can consistently estimate 
((phi) .sub. 3) - ((phi) .sub. 1) with (bar.y... 

.. .phi) .sub. 4) + ((eta) .sub. i) , 

((tau) .sub.2i . sup . 2))/(((si gma) .sub.li .sup. 2) ((sigma) .sub. . . 

...one gene has an estimated log fold change with variance 6.96 X (10. sup. - 

4) if we ignore the normalizing term; thus the ratio of the 

variances is 98.7. (The p value goes from 7.2 X (10. sup. -4) to .064 

if we use the (t.sub.2) distribution for reference.) The median variance... 

...we now just consider comparing a single Neuro-PRRSV array to a single 
Resp-PRRS vaccine array (the comparison in the middle of the top row 
of Fig. 2 and Fig. . . 

...discrepancy is clear--a central 95% credible interval for the fold 
change of GAPDH is (.4, .9, 1.7). Thus, although this gene is most 
likely not differentially expressed (as we... 

Page 63 



untitled 

...if we normalize using this gene, then all fold changes will be too high. 

Figure 4 displays credible intervals for the log fold changes, 
in this figure, the lower x-axis... 

...if there were no interaction between the dye effect and array, as 
discussed in Section 4, then we would expect (((phi ) . sub . 2) - 
((phi) .sub. 1)) - (((phi) .sub. 4) - ((phi) .sub. 3)) to be centered at 
0. In fact, a central 95% credible interval... 

...to the reference sample normalization method are almost surely not 
satisfied for this comparison. 

(FIGURE 4 OMITTED) 

(FIGURE 5 OMITTED) 

6.3 Results Based on All Arrays 

We can easily extend... 

. . .sub.li)) , ((sigma) . sub. i. sup. 2)), 
and 

(y.sub.2ij) (approximately) N(((phi) .sub. 4) + ((eta) . sub . i ) , 
((tau) .sub.i .sup. 2)) , 
where 

(MATHEMATICAL EXPRESSION NOT REPRODUCIBLE IN ASCII... 

...efficient estimates. In addition, we suppose that four genes commonly 

used as housekeeping genes (GAPDH, cyclophilin, (beta)-acti n , and 

hprt) are control genes with prior probability .95. An examination of the 



...interval for the fold change in expression for VR2332 relative to 
Neuro-PRRSV is (1.4, 4.82). This gene is known to be induced 
by i nterferon-(al pha) (lFN-(al pha)) and some... 

...is provided by the gene GRP78 (accession number AW231967), with credible 

intervals of (1.24, 4.26) for VR2332 relative to Neuro-PRRSV and 

(1.93, 6.26) for VR2332 relative to the Resp-PRRS vaccine strain, it 

is known that GRP78 plays a role in the conformational maturation of some 



...A Robust Composite Method Addressing Single and Multiple Slide 
Systematic variation," Nucleic Acids Research, 30(4) 1-10. 

Yang, Y. Dudoit, S., Luu, P., and Speed, T. (2001), "Normalization 
for cDNA . . . 
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. . . immunophi 1 i n-bi ndi ng drugs. These drugs form complexes with abundant 
intracellular proteins called immunophilins: ciclosporin with 
cyclophilin (CP), and tacrolimus and rapamycin with the 
tacrol imus-bi ndi ng protein (FKBP) . The ciclosporin-CP and... 

...regulators. The rapamyci n-FKBP complex binds to a kinase called the 
target of rapamycin (TOR) . (4) TOR is central to a pathway by which 
receptors for growth factors control the cell... 

...tacrolimus, mycophenol ate mofetil, the anti-CD25 monoclonals basiliximab 
and daclizumab, and now rapamycin. The main challenge of the next 
decade is learning how to capture the potential of these new agents... 

...new antifungal antibiotic. II. Fermentation, isolation and 
characterization. 3 Antibiot (Tokyo) 1975; 28: 727-32. 

(4) Heitman 3 , Movva NR, Hall MN. Targets for cell cycle 
arrest by the immunosuppressant rapamycin... 
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...heavy viremia is responsible for the seeding of virus to various organs, 
including the brain[4] and lymphoid tissues. There is a dramatic 
perturbation in the numbers of peripheral blood mononucl ear ... activation . 
It has been demonstrated in vitro that CsA interferes with the binding of 
cellular cyclophilin A and B to HIV gag protein and in this manner 
might interfere with HIV...IL-2 and IFN-[gamma] and a predominance of TH-2 
responses mediated by IL-4, IL-5, IL-6, and IL-10[71] . The potential 
exists for correcting this imbalance... 

...receptors. Other approaches at intermittent stimulation of the immune 
system with materials such as polio vaccine[81], typhoid 
vaccine[82], and dinitrochlorobenzene (DNCB) [83] have yielded 
variable results. Finally, the use of killed HIV or its protein components 
as a therapeutic vaccine is currently in clinical trials, and there 
have been reports suggesting beneficial effects on [CD4 ... however , since 
these multifactorial components of HIV pathogenesis occur in phases that 
may overlap (Fig. 4). Certain types of interventions may be 
appropriate at one stage of disease and contrai ndi cated at... 

...Conference on AIDS, Berlin, 6 to 11 June 1993, abstract WS-A15-1, p. 31. 

[4.] R. W. Price et al . , Science 239, 586 (1988); R. Geleziunas, H. 
M. Schipper , M. . . 
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...and H. W. Shephard, 3. AIDS 3, 177 (1990); H. W. Sheppard et al . , ibid. 

4, 704 (1991); H. Z. Bass et al . , Clin. Immunol. Immunopathol . 64, 

63 (1992); Z. F...et al . , Eur. 3. Immunol. 21, 2883 (1991); R. Bertini et 

al . , Eur. Cytokine Netw. 4, 39 (1993); K . M . Mohler et al . , 3. 

Immunol. 151, 1548 (1993); 3 . Agosti , unpubl i shed ... Lane , AIDS 3, S181 

(1989); D. H. Schwartz, G. Skowron , T. C. Merigan, 3. AIDS 4, 11 

(1991); A. G. Clark, M. Holodniy, D. H. Schwartz, D. A. Katzenstein, T. C 
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Structure-based design of a cyclophilin-calcineurin bridging ligand. 

Author Abstract: ...the immunosuppressant cyclosporin A (CsA) , which inhibits the 
proliferation of T lymphocytes by forming a cyclophilin -CsA-cal ci neuri n complex, 
was designed with the known three-dimensional structure of a cycl ophi 1 i n-CsA 
complex. The conformational restraints in TCsA appear to be responsible for its 
greater affinity for cyclophilin and calcineurin relative to CsA. 

Text: 



It has been noted that the conformations of CsA and FK506, when bound to 
cyclophilin A and FK506-bi ndi ng protein 12 (FKBP12) , respectively, 
differ markedly from their unbound conformations in the solid state and in 
solution[3,4] . Although the conformations adopted by these ligands 
while they are simultaneously bound to their immunophi 1 i n . . . 

...is capped by a type II' [beta] turn at [Sar.sup.3] and [MeLeu.sup. 
4]. whem CsA is bound to cyclophilin A (Fig. 1)[12,13], the 
backbone of CsA is turned inside-out; the intramolecular... 

...are absent. In light of these findings, it is evident why early efforts 
to prepare cyclophilin A ligands on the basis of the unbound 
conformation of CsA met with little success... 

...interfere with binding, we chose to alter a segment that is not in 
contact with cyclophi 1 i n[17-19] and that can be modified without 
significant loss of immunosuppressive activity[20, 21... 

...2 shows the local structure of CsA residues 6 to 9 in their free and 
cyclophilin A-bound conformations. The relative orientations of the 
C[alpha]-N and C[alpha]-C. . . 

...the oxazolidinone 2 [26], which is derived from L-glutamic acid, was 
converted to aldehyde 4[27]. Condensation of this aldehyde with 
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D-cysteine methyl ester provided the desired heterocycle 7. 



...9], and it suggest that TCsA and CsA have different conformational 
properties . 

We compared the cyclophilin A binding affinity of TCsA to that 
of CsA by determining each compound's ability to inhibit the rotamase 
activity of cyclophilin A[29] . The affinity of TCsA [inhibition 
constant ([K.sub.i]) =2 [+ or -] 0.5 nM] for cyclophilin A is three 
times that of CsA for cyclophilin A ([K.sub.i] = 6 [+ or -] 0.5 
nM)[30, 31]. Because the L-[Ala.sup.7]-D-[Ala.sup.8] fragment of CsA makes 
no direct contact with cyclophilin A, it is reasonable to expect 
that the bi cyclic fragment of TCsA also does not... 

...the L-[Ala.sup.7]-D-[Ala.sup.8] region of (of CsA) of the 
cyclophilin A-CsA complex does not contact calcineurin, the binding 
data suggest that this speculation has merit. The affinity of 
cyclophilin A-TCsA for calcineurin [[K.sub.i] = 78 [+ or -] 14 nM; 
inhibition of phosphatase activity[32]] is approximately two to three times 
that of cyclophilin A-CsA for calcineurin ([K.sub.i] = 198 [+ or -] 
16 nM[33]. In addition, TCsA... 50% inhibition concentration ( [IC . sub . 50] ) 
for TCsA = 2 nM; [lC.sub.50] for CsA = 4 nM][34, 35]. [nfat activity 
appears to be dependent on the cal ci neuri n-medi ated dephosphoryl ation of... 

...The collective inhibitory data from biochemical and cellular assays 
reveal a systematic enhancement in the cyclophilin A- and 
calcineurin-binding properties of TCsA relative to those of CsA. The 
enhancement is... 

...complexity of receptor-ligand interactions in the solution phase. For 
example, it is a significant challenge to correctly anticipate the 
differential effect of the molecule restraint in TCsA on the entropy... 

. . . L . Schreiber, Cell 70, 365 (1992). [3.] K. Wuthrich et al . , Science 254, 
953 (1991). [4.] W. L. Jorgensen, ibid., p. 954. [5.] L. D. Zydowsky 
et al . , Protein Sci . 1. . . 

...Natl. Acad. Sci. U.S.A. 87, 9231 (1990)]. [31.] The binding of TCsA to 
cyclophilin A is better than that of all of the roughly 100 CsA 
analogs reported, with the exception of [(Boc)Dab] [CsA. sup. -8] ([K.sub.i] = 
2.4 nM) , whose reported affinity for cyclophilin is 

comparable to that of TCsA [J. L. Kofron, P. Kuzmic, v. Ki shore, E. Colon 



...Fiering, J. P. Northrop, G. P. Nolan, G. R. Crabtree, L . A. Herzenberg, 

Genes Dev. 4, 1823 (1990). [35.] Inhibitory constants were 

calculated from data obtained at seven different concentrations (four... 
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...there have been parallel improvements in the detailed understanding of 
the fundamental processes causing rejection . [4 , 5] In clinical 
transplantation, improvements have been made in tissue typing, 
immunosuppression, and patient care. . .practical but may add difficulty to 
transplant matchi ng . [216-218] Efforts to develop an effective 
vaccine against CMV have been mostly di sappoi nti ng , [219-221] but 
passive immunization with CMV hyperimmune globulin. . .comparing triple-drug 
and double-drug therapy in renal transplantation. Transplantation 1988; 
45:913-918 

4. Krensky AM, Suranyi MG, Clayberger C. et al : Advances in 
the immunobiology and clinical practice. . .Kidney Int 1987: 32:19-25 
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221. Brayman KL, Dafoe DC, Smythe WR. et al : Prophyl axi s of serious 
cytomegalovirus infection in renal transplant candidates using live human 
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Surg 1988; 123:1502-1508 

222. Syndman DR...RL, Shaw BW, et al : The acquired immunodeficiency 
syndrome and transplantation. Transplantation 1987; 44:1-4 
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immunodeficiency virus in... 



7/3,K/80 (Item 1 from file: 444) Links 
New England Journal of Med. 

(c) 2008 Mass. Med. Soc. All rights reserved. 
00129031 

Copyright 2007 by the Massachusetts Medical Society 

Case 12-2007: A 56-Year-Old Woman with Renal Failure after Heart-Lung 
Transplantation (Case Records of the Massachusetts General Hospital) 



Goes, Nelson B.; Colvin, Robert B. 

The New England Journal of Medicine 

Apr 19 , 2007 ; 356 (16), pp 1657-1665 

Line Count: 00370 Word Count: 05110 

Text: 

...nifedipine, thyroxine, calcitriol, trimethoprim, oral clotrimazole, folic acid, 
calcium carbonate, multivitamins, and vitamin A; pneumococcal vaccine had been 

administered after her splenectomy pressure was 130/80 mm Hg, the pulse 90 

beats per minute, the temperature 36.4 degreesC, and the oxygen saturation 99% when 

the patient was breathing ambient air. There was mild disease, and stage 5 
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kidney failure. According to this classification, the patient has stage 4 disease, a 

stage at which dialysis is likely to be required within a year and renal 

replacement therapy. Chronic kidney disease increases the risk of death by a factor 
of 4 among recipients of nonrenal solid-organ transplants. Several factors are 

associated with chronic kidney disease immunosuppressed patients. Although 

BK-virus nephropathy is almost exclusively found among renal transplant recipients, 
(Ref. 4) there are reported cases in recipients of heart, lung, and kidney-pancreas 

allografts. (Ref. 5 of lungs, heart, pancreas, and liver possible. These 

prodrugs cross the cytoplasmic membrane; cyclosporine binds cyclophilin and 
tacrolimus binds FKB12 , forming complexes that prevent calcineurin from 

dephosphorylating the nuclear factor of profile improved, and 6 years after 

the renal transplantation, the cardiac risk ratio was 2.4 (desirable ratio, less 
than 5) and the serum creatinine level was within the normal range... 
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...between lymphoid tissues, regulated by chemokine and sphi ngosi ne-l-phosphate 
(S-l-P) receptors. (Ref. 4) APCs present donor antigen to naive and central memory T 

cells. Some presentation of antigen receptor a chain (CD25) , and 

i nterl euki n-2 . Receptors for a number of cytokines (i nterl euki n-2 , 4, 7, 15, and 21) 

share the common g chain, which binds Janus kinase 3 ( JAK3 cornerstone of 

immunosuppression in transplantation for two decades, is in effect a prodrug that 
engages cyclophilin, an intracellular protein of the immunophilin family, forming a 

complex that then engages calcineurin. (Ref effects. (Ref. 89-92) 

LEA29Y 

LEA29Y is a second-generation cytotoxic-T-lymphocyte-associated antigen 4 (CTLA- 4) 
immune globulin that is a fusion protein combining CTLA-4 (which engages CD80 and 

CD86) with the Fc portion of igG. Results of a phase the cytokine receptor 

(gamma) chain, participates in the signaling of many cytokine receptors 
(interleukin-2 , 4, 7, 9, 15, and 21) (Figure 1). JAK3 inhibitor CP-690,550 (Ref. 39) 

was reduced reliance on glucocorticoids (Ref. 94) and calcineurin inhibitors. 

Some examples are listed in Table 4. Developing evidence-based approaches to this 
confusing choice of protocols presents a chal 1 enge . | *Tabl e 4. -Examples of Current 
and Experimental immunosuppressive Drug Protocols (Ref. 95-99) "'."'"'TABLE omitted... 
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...the receptor (Fcepsi lonRl) that binds with high affinity the Fc portion of IgE 
antibody (Ref. 4). when IgE antibodies bound to the cells' receptors recognize 
specific multivalent antigen, mast cells and . . . chroni c inflammatory or immunologic 
responses. For example, the wheal -and-flare response to intradermal allergen 
challenge, or the bronchoconstriction observed in sensitive subjects immediately 
after aerosol allergen challenge, clearly reflects the acute effects of 

mast-cel 1 -derived mediators (Ref. 7,8,22). in mast cells is followed by the 

recurrence or development of symptoms hours after the initial challenge (Ref. 8,23). 
These late-phase reactions are associated with enhanced vascular permeability and 
leukocytic infiltration at sites of allergen challenge (Ref. 8,23). Indeed, much of 

the morbidity associated with allergic asthma and other allergic secrete 

product (or both) for multifunctional pro-inflammatory or mitogenic cytokines, 
including interleukin-1, 3, 4, 5, and 6; granulocyte-macrophage colony-stimulating 
factor; interferon gamma; four members of the C...sub 30-40)-human serum albumin 
DNP(sub 30-40)-HSA]) intravenously. Six hours after challenge with DNP(sub 
30-40)-HSA, the mice were killed and the numbers of mast . . . i ndi cate that basophils 
can also be a potential source of cytokines — in this case, interleukin- 4 (Ref. 
10... mast cells contributes to the smal 1 -i ntesti nal ion secretion induced during 
intestinal anaphylaxis to allergen challenge or in response to electrical 
stimulation of intestinal nerves, and that histamine and serotonin, which... 
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...recurrence of disease, and psychosocial problems, identifying more specific modes 
of immunosuppression therefore remains a challenge for clinical 

medicine. . .T-lymphocyte recognition required both foreign antigen and the body's own 
MHC molecule (Ref. 4). A current view of this phenomenon of MHC restriction is that 
the antigen receptor of... initiated by the binding of antigen to the T-cell 
receptor are best understood (Fig. 4). -Figure 4. -Schematic Representation of the 

Cytoplasmic and Nuclear Events Involved in T-Cell Activation. Ligands (open to 

phosphol i pase C (PLC) by a guanine-nucleotide-binding protein (G) . Activated PLC 
hydrolyzes phosphati dyl i nosi tol 4 , 5-bi sphosphate (PIP(sub 2)), yielding inositol 
1,4,5-triphosphate (lP(sub 3)) and diacyl glycerol (DG) . lP(sub 3) mobilizes calcium 
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ions from second wave of genes (such as the i nterl euki n-2 gene). Pi denotes 

phosphatidylinositol, PIP phosphatidylinositol 4-phosphate, PA phosphatidic acid, 
IP(sub 2) inositol 1, 4-phosphate , and IP(sub 1) inositol 4-phosphate *. "'"'FIGURE 

OMITTED to this pathway activate an intracellular phosphol i pase C that cleaves 

the phosphodiester linkage in phosphatidylinositol 4 , 5-bi sphosphate . This hydrolysis 

results in the production of two potent second messengers, inositol 

1,4 , 5-tri phosphate and diacyl glycerol , which in turn can induce calcium mobilization 

and the activation of level of cytoplasmic free calcium is thought to result 

from the action of inositol 1,4 , 5-tri phosphate on a specific receptor within the 
endoplasmic reticulum that releases calcium ions from... a calcium channel that is 
not voltage-gated and that is responsive to inositol 1,4 , 5-tri phosphate (Ref. 22). 

The sustained rise in the level of cytoplasmic free calcium appears The other 

second messenger derived from the hydrolysis of phosphatidylinositol 

4 , 5-bi sphosphate is diacylglycerol . Like phorbol esters, it activates a family of 

homologous calcium- and not been identified. This may be due partly to the 

difficulties in studying the phosphatidylinositol 4 , 5-bi sphosphate pathway in vitro 

and to the complexity of phosphol i pase C. At least four II on inducible cells 

and triggering macrophage function. B-cell growth and differentiation factors 
interleukin-4, i nterl euki n-5 , and interleukm-6 induce the clonal expansion of B 

cells that have been production has occurred, the T cells divide under the 

influence of i nterl euki n-2 and interleukin-4 and begin to assume different 
functions, such as cytotoxicity. The genes for serine esterases, thought... our 
understanding of the events between the immediate biochemical changes due to 
receptor occupancy (Fig. 4) and the consequent biologic effects exists for most, if 

not all, membrane receptors. For this controversy about the roles of calcium 

mobilization, protein kinase C activation, and tyrosine kinases (Fig. 4). One 
consequence of the occupancy of the receptor by antigen that is closely related 

to transcription-control regions of several early-activation genes, such as 

that for interleukin-2 (Fig. 4). Short fragments of DNA containing only 10 to 20 
base pairs can activate transcription in... in the regulation of the early 
T-cel 1 -activation genes. Furthermore, the cyclospori ne-bi ndi ng protein, cyclophilin, 
is identical to peptidylprolyl cis-trans isomerase, which is required for the proper 
folding of many proteins (Ref. 40). Therefore, the binding of cyclosporine to 
cyclophilin probably inhibits the folding of protein and by this means interferes 

with the transmission of membrane to induce the expression of new gene 

products and functions is progressing rapidly. The challenge for the future will be 
to apply these experimental systems to clinical transplantation... 
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